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 “Men ought to know that from nothing else but the brain come joys, delights, 
laughter and sports, and sorrows, griefs, despondency, and lamentations. And by 
this, in an especial manner, we acquire wisdom and knowledge, and see and hear 
and know what are foul and what are bad and what are good, what are sweet and 
what are unsavoury….And by the same organ we become mad and delirious, and 
fear and terrors assail us.…All these things we endure from the brain when it is not 
healthy….In these ways I am of the opinion that the brain exercises the greatest 
power in the man.” 
   -Hippocrates, on the Sacred Disease (Fourth century B.C.) 
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Abstract 
 
 
Anxiety disorders are among the most common psychiatric diseases and 
contribute to the development of other psychiatric conditions, such as major 
depression, leading to a high impairment of daily life quality. Although it is obvious 
that the physiological architecture of neuronal networks and its modifications are 
essential for the ability of the brain to process incoming information and to control 
highly organized behaviour, the mechanisms underlying anxiety disorders still remain 
poorly understood.  
We focused our attention on two brain structures, which are strongly involved 
in emotional responses of mammals, namely the hippocampus and the amygdala. 
Both structures belong to the limbic system and play fundamental roles in information 
processing. Recent findings indicate that alterations in neuronal network properties of 
these two brain areas critically contribute to the development of such disorders. To 
potentially uncover changes in neuronal network features associated with abnormal 
anxiety, we performed experiments in a well-established animal model of extremes in 
trait anxiety, the high vs. low anxiety-related behaviour (HAB/LAB) mice. HAB mice 
exposed to an enriched environment (HAB E.E.) and stressed LAB mice (LAB Str.) 
were also used in the present study. HAB E.E. animals showed decreased anxiety 
compared to standard HABs, whereas LAB Str. animals displayed an increase in 
anxiety levels compared to standard LABs. Anxiety levels were measured by means 
of the elevated plus maze. For our investigations, we employed classical 
electrophysiological techniques and high-speed voltage-sensitive dye imaging (VSDI) 
in acute hippocampal (dorsal & ventral) and amygdalar brain slices. 
Field potential recordings revealed that HAB animals exhibit weaker long-term 
potentiation at CA3-CA1 synapses (CA1 LTP) in the dorsal hippocampus and an 
increased LTP in the ventral hippocampus compared to LAB and control CD1 mice. 
These observations could support the idea of an exacerbated activation of the 
“emotional” (ventral) hippocampus concomitantly with a decreased activity in the 
“cognitive” (dorsal) hippocampus, findings that have also been made in patients 
suffering from anxiety disorders. 
To examine whether neuronal activity propagation through the amygdala 
differs between HAB, HAB E.E., LAB and LAB Str. mice, we used a quantitative 
VSDI approach. Our results demonstrate that HAB animals exhibit stronger neuronal 
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activity propagation through the amygdala compared to LAB mice. This indicates that 
differences in anxiety levels may correlate with the effectiveness of neuronal activity 
flow through the amygdalar network. Our study also provides strong evidence that 
environmentally induced shifts in trait anxiety are associated with changes in intrinsic 
amygdalar network properties. 
To summarize, HAB animals showed increased “excitability” in the ventral 
hippocampus and in the amygdalar network, both structures known to be involved in 
the control of emotional states and in the stress response in mammals. In addition, 
the differences in amygdalar network activity were rescued by environmental 
conditions (enriched environment). Dysregulation of these structures could lead to 
the “pathologic anxiety-like” behaviour, which can be observed in HAB animals.  
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1 Introduction 
 
1.1 Anxiety: physiology and pathology 
 
1.1.1 From emotion to pathology 
 
What are emotions? Why do we need emotions? How can they influence and 
contribute to the way an animal or a person acts in his environment? How can 
emotions motivate an individual to choose a certain pattern of behaviour to avoid a 
dangerous situation or to get a reward? What are the brain mechanisms underlying 
emotions and motivation? All these questions and many more are the main interest 
of researchers all over the world in the field of neuroscience and 
psychopharmacology. A major motivation to answer these questions is not only to 
understand how the brain works, but also to contribute to the understanding and 
treatment of mood / mental disorders (Rolls, 2000).  
It is important to note that fear and anxiety by themselves are not only of 
pathological relevance, but are Nature’s first defence reaction, as the ability to sense 
a potential danger before it strikes. In the natural environment, organisms are 
exposed to a large number of events that might have potentially grave 
consequences, including death. The risk management, for example to escape from 
predators or other dangerous situations, is a key problem of survival. Because such 
risks have very large consequences for the reproductive fitness, it is likely that 
evolution created a well conserved neurobiological system directed toward them 
(Woody and Szechtman, 2011). Even if fear and anxiety are closely related to each 
other, there is no interchangeable relationship between them. It is also important to 
distinguish between these two reactions: Fear is a reaction to a external stimulation 
and characterized through episodic appearance and autonomic hyper-arousal when 
the individual is exposed to a threatening stimulus (Pavuluri et al., 2002). Anxiety, in 
contrast, is characterized by a chronic or continuous appearance, not related to an 
external stimulus. Persons which experience anxiety, tend to be hyper-aroused even 
in on an ongoing basis (Pavuluri et al., 2002).  
Unfortunately, this “surviving” program, which serves as a protection from a 
potential danger, has a price. It is also the basis for human suffering and 
psychological indisposition. In the past two decades, interest has strongly increased 
in the pathophysiology of anxiety disorders because they appear to be the most 
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prevalent mental disorders in the world. A systematic review on behalf of the 
European College of Neuropsychopharmacology (ECNP) Task Force on “Size and 
Burden of Mental Disorders in Europe” reported that anxiety disorders had 12-month 
and lifetime prevalence rates of approximately 12.0% and 21.1% respectively 
(Wittchen et al., 2005). These disorders are not only characterized by a massive 
reduction in life quality, but also by an early age of onset and prolonged course with a 
marked impairment of social and occupational functions and a strong tendency to 
develop psychiatric comorbidity (such as depression and substance abuse) (Wittchen 
and Jacobi, 2005). Furthermore, patients suffering from anxiety disorders have an 
increased risk of attempted and completed suicide (Sareen et al., 2005; Hawgood 
and De Leo, 2008). As already mentioned, there is a high level of comorbidity 
between anxiety disorders and major depression (Wittchen and Jacobi, 2005), 
bipolar disorders (Henry et al., 2003; Gaudiano and Miller, 2005), schizophrenia 
(Buckley et al., 2009), substance misuse (Castle, 2008; Ziedonis et al., 2008; Crippa 
et al., 2009; Robinson et al., 2009), and physical illness (Davies et al., 2007; Roy-
Byrne et al., 2008). 
The standard of health care appears in many cases to be suboptimal and the 
effectiveness of pharmacological and psychological treatment interventions can be 
disappointing (Baldwin et al., 2010). In the field of psychopharmacological treatment, 
the 20th century showed a major development in available drugs. Many patients do 
not respond or tolerate common pharmacological approaches (antidepressants) and 
psychological interventions (Garner et al., 2009). Although recently developed 
medications are better tolerated, they are not necessarily more effective than the 
previous generations of psychotropic drugs (Durham et al., 2004). Despite some 
advances in the scientific understanding of the basic neurobiology of anxiety and its 
cognitive and behavioural characteristics, the causes of anxiety disorders remain 
largely unknown.  
Importantly, while many of the behavioural and physiological features of fear 
resemble those found under stressful conditions, stress is usually considered to be 
causal to anxiety and anxious subjects usually show a hyperresponse to stress.  
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1.1.2 Neurobiology of stress 
 
1.1.2.1 Definition and overview 
 
All organisms constantly interact with their external environment, receiving 
information through their sensory systems. Anxiety and fear serve as a physiological 
“surviving” process, by setting an organism under alarm when a potential threat 
appears. Environmental or physical changes, independent on their negative 
(threat/punishment) or positive (reward) nature, produce a spectrum of physiological 
responses to allow the organisms to adapt to the special needs of every situation. In 
face of a potential danger, these adaptations maximize the chance for an organism to 
survive from a frightening situation. The stereotypic, relatively nonspecific adaptive 
response of our body to any demand has been referred to in 1936 by Hans Selye 
under the term “stress”. According to Selye, stress is defined as the interaction 
between a deforming force and the resistance of the organism to this force (Selye, 
1973; Selye, 1998). Conditions that challenge homeostasis (the complex dynamic 
body equilibrium = set point) by intrinsic or extrinsic adverse forces are referred as 
“stressors”. These stressors can be separated into three major categories according 
to their different nature (psychological or physiological) (Van de Kar and Blair, 1999): 
 
1) Stressors based on learned response from the threat of prospective 
hostile conditions (like fear after exposure to a novel uncontrollable 
environment) can be defined as psychological stressors.  
2) Stressors like pain, foot shock or immobilization represent in a 
physical stimulus and have a strong psychological component.  
3) Stressors threatening cardiovascular homeostasis like haemorrhage, 
orthostatic stress, body exercise or heat exposure.  
 
In spite of these differences, a common property of all these stressors is that 
they lead to adaptive responses to bring the homeostasis back to the initial set point. 
Under unexpected and potentially dangerous situations, animals exhibit an alarm 
reaction, mainly considered as non-specific and immediate behavioural response 
(such as startle), followed by a specific pattern of behavioural responses (e.g. flight 
and fight). These responses are mediated by the neuroendocrine systems (Tsigos 
and Chrousos, 2002; Engelmann et al., 2004; Ulrich-Lai and Herman, 2009).  
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1) The sympatho-adrenergic system (SAS), a part of the autonomic nervous 
system, provides a very fast response to a threatening situation and prepares the 
animal, through changes of physiological parameters and activation of behavioural 
responses, for a successful escape from the threat by active coping. The SAS 
activates brainstem nuclei, the vagal nerve (nerve X) and the medulla of the surrenal 
glands, leading to the release of adrenaline and noradrenaline into the bloodstream. 
This is followed by adaption on energy metabolism (e.g., direction of oxygen and 
nutrients to the brain, gluconeogenesis, lipolysis, inhibition of growth, and 
reproductive systems, containment of inflammatory responses) and behaviour 
pattern (e.g., increased arousal, vigilance and cognition, suppression of feeding and 
reproductive behaviour) (Engelmann et al., 2004). 
 
2) The hypothalamic-pituitary-adrenocortical (HPA) axis 
In contrast to the activation of the SAS, whenever an encounter is perceived to be 
aversive and cannot be controlled via a fight/flight reaction, passive coping occurs. 
This is associated with the activation of the HPA axis and leads to hormonal changes 
influencing both energy balance and behaviour (Koolhaas et al., 1999; Engelmann et 
al., 2004). Since the HPA axis plays a major role in the control and the regulation of 
stress and anxiety, it is important to describe it in detail. 
 
 
1.1.2.2 The HPA axis  
 
The HPA axis regulates the physiological and behavioural response to stress. 
Neurons of the medial parvocellular subdivision of the paraventricular nucleus 
(mpPVN) of the hypothalamus synthesize corticotropin-releasing hormone (CRH) 
and send projections to the median eminence, where they release CRH into the 
hypophysial portal blood vessels. The mpPVN receives synaptic innervation from 
neurons known to receive and process first- or second-order inputs from somatic 
nociceptors, visceral afferences or humoral sensory pathways. Once released, CRH 
acts upon specific cells of the anterior pituitary: the corticotrophs. CRH binds to G 
protein-coupled receptor (CRHR1/CRHR2) on the cell membrane of corticotrophs 
and activates an intracellular cascade, in turn leading to the synthesis and the 
release of the adrenocorticotropic hormone/corticotrophin (ACTH) into the general 
circulation. ACTH stimulates the synthesis and the secretion of glucocorticoids 
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(corticosterone in rodents and cortisol in humans) from the cortex of the adrenal 
glands, which act as the final effectors of the HPA axis (Chang et al., 1993; Chen et 
al., 1993; Vita et al., 1993; Chalmers et al., 1995; Perrin et al., 1995; Herman et al., 
2002; Reul and Holsboer, 2002; Tsigos and Chrousos, 2002; Charmandari et al., 
2005) (Figure 1-1). 
The mpPVN neurons also co-express a number of other peptides such as 
arginin-vasopressin (AVP) (Herman et al., 2002). AVP also exerts a modulatory 
effect on ACTH release from corticotroph cells, by acting in synergy with CRH. 
However, CRH remains the main ACTH secretion factor (Herman et al., 2002). 
Activation of the HPA axis is generally characterized by a short release of 
ACTH, followed by a turn-off signal generated by the negative feedback of 
glucocorticoids on ACTH and CRH release (Herman et al., 2003). 
 
-
-
Physiological stressor 
adaptations  
Figure 1-1: The HPA axis 
Simplified schematic illustration of the central components of the HPA axis. 
Paraventricular nucleus (PVN) of the hypothalamus: Corticotropin-relasing hormone 
(CRH); Adrenocorticotropic hormone (ACTH).  
Adapted from http://www.richslatcher.com/research/health.html 
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1.1.2.3 Glucocorticoids: action and effects 
 
Glucocorticoids are the final effectors of the HPA axis and participate in the 
adaptation to stress and restore homeostasis, by enhancing emotional arousal, 
energy balance and promoting motivational and cognitive processes (Habib et al., 
2001; Carrasco and Van de Kar, 2003; Fink, 2007; de Kloet et al., 2008). Under 
normal conditions, glucocorticoid release follows a circadian rhythm, with a peak at 
the initiation of the awaking cycle. This seems to be critical to organize the functional 
tone of sleep- and daily-related events (Herman et al., 2003; Hermann et al., 2003; 
de Kloet et al., 2008). 
The effect of glucocorticoids is mediated through two receptor subtypes: the 
mineralocorticoid receptor (MR) and the glucocorticoid receptor (GR). In rodents, it 
has been shown that the MR has a higher affinity for corticosterone (Kd ≈ 1 nM) and 
plays a well-established role in synchronizing limbic circuits to maintain homeostasis. 
The GR has a lower affinity (Kd ≈ 5 nM) for corticosterone and only becomes active 
after stress exposure or during the ultradian cycles of the circadian rhythm. The 
activation of GR contributes to the stress response by facilitating recovery of brain 
activity, coordinating energy distribution and readjusting corticosterone baseline 
levels through a retrograde inhibitory loop of the HPA axis (De Kloet and Reul, 1987). 
MR is mostly localized on neurons of the limbic system, namely, the medial prefrontal 
cortex (mPFC), the amygdala and the hippocampus. GRs are ubiquitously expressed 
throughout the brain in neurons but also in glial cells; they are expressed at 
particularly high levels in the PVN and in the hippocampus (Reul and de Kloet, 1985). 
Both receptors act as ligand-dependent transcription factors, i.e. induce or 
repress gene expression (Carrasco and Van de Kar, 2003; de Kloet et al., 2008). In 
the unbound form, they are located in the cytoplasma. The binding of corticosterone 
leads to a translocation of the ligand-receptor complex to the nucleus. Once in the 
nucleus, gene transcription is activated through the binding of this complex to specific 
DNA sequences, or through indirect interactions with other transcription factors 
(Beato and Sanchez-Pacheco, 1996). MR and GR share almost identical genome-
binding sequences but they do not bind to the same sets of genes, therefore, 
activation of each receptor can lead to distinct cellular responses.  
For many years, glucocorticoids were believed to exclusively produce a 
delayed and long-lasting response after stress exposure. However, recent studies 
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show that corticosteroids influence a wide range of behaviours and responses of the 
endocrine system within minutes, on a timescale which is too short to be associated 
with genomic effects (de Kloet et al., 1999; Haller et al., 2008; Riedemann et al., 
2010). The cellular basis of these rapid effects remains poorly understood and 
controversial (Riedemann et al., 2010; Groeneweg et al., 2011). In general, fast non-
genomic responses are those that occur within the first 20 minutes of increased 
steroid secretion, a much shorter timeframe than required for gene regulated and 
protein synthesis effects (Riedemann et al., 2010).  
 
 
1.1.2.4 Regulation and termination of the HPA axis response 
 
Generally, the stress-induced activation of the HPA axis is designed to be 
acute and limited to a short period. This short-term activation ensures that the 
concomitant anti-reproductive, anti-growth, catabolic and immunosuppressive effects 
do not injure the body state (Tsigos and Chrousos, 2002). As important it is to 
understand how the HPA axis is activated during stress, as important it is to 
understand what mechanisms are responsible for the limitation and the termination of 
this response since, depending on the quality, intensity and duration of the stress, the 
organism may not be able to adapt sufficiently, resulting in chronically elevated levels 
of glucocorticoids; the latter are known to be damaging at both the peripheral and 
brain levels. 
An important modulation of the HPA axis activity occurs through activation of 
γ-aminobutyric acid (GABA) inhibitory neurocircuits. It has been shown that lesions in 
the bed nucleus of the stria terminalis (BNST), the medial preoptic area (MPOA) and 
the hypothalamus induce an increased ACTH and corticosterone secretion under 
basal or stress conditions. All these areas contain remarkable populations of 
GABAergic neurons. It has also been found that, after stress exposure, these areas 
show increased mRNA levels of glutamic acid decarboxylase (GAD), the GABA 
synthesis enzyme. Studies with targeted lesions also point to the regulatory function 
of the lateral septum, the mPFC and the hippocampus on the HPA axis. Indeed, 
lesions within these brain regions can increase corticosterone secretion in response 
to stress. One possible explanation could be that excitatory projecting neurons from 
the mPFC and the hippocampus excite GABAergic neurons of the BNST, the MPOA 
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and the hypothalamus, and thus decrease the activity of the HPA axis (Herman et al., 
2003; Herman et al., 2005; Baumann and Turpin, 2010).  
 
Regulation of the HPA axis is also directly mediated by corticosterone at 
different levels: PVN, pituitary and higher brain areas, but also on different timescales 
according to the fast non-genomic or slow genomic effects. Thus, corticosterone 
release can lead to a down-regulation of the transcription of CRH and AVP genes in 
the hypothalamus. The mechanisms underlying fast non-genomic feedback inhibition 
is poorly understood until now (Groeneweg et al., 2011).  
At the hypothalamic level, the excitability of PVN neurons was reduced by 
application of corticostreroids in a rapid but prolonged manner (Groeneweg et al., 
2011). Tasker et al. were able to show that application of high doses of 
corticosterone (100 nM - 1 µM) reduce the frequency of miniature excitatory 
postsynaptic currents (mEPSCs) in PVN neurons (Tasker, 2006; Tasker et al., 2006). 
Fast non-genomic effects of corticosteroids have also been described at the level of 
the anterior pituitary gland (Groeneweg et al., 2011). Inhibition of ACTH release was 
seen 1 min after corticosteroid administration. This action was insensitive to protein 
synthesis inhibitors and therefore, is believed to be mediated by non-genomic 
pathways (Keller-Wood and Dallman, 1984). Rapid non-genomic effects of 
corticosterone release have also been observed in the hippocampus and the 
amygdala (Groeneweg et al., 2011). Administration of corticosterone to hippocampal 
neurons for 5 min significantly enhanced the frequency of mEPSCs, i.e. the opposite 
effect as observed in the PVN (Karst et al., 2005; Olijslagers et al., 2008). This effect 
was found in wild-type and GR-knockout mice, but not in MR-knockout mice, 
suggesting that rapid corticosterone actions in the hippocampus are mediated by 
MRs (Karst et al., 2005). Stressful experiences also activate the amygdala, which 
can be seen as the emotional centre of the brain (Roozendaal et al., 2009). Genomic 
effects of corticosterone in the amygdala occur in an opposite direction to those 
observed in the hippocampus, i.e. they enhance neuronal activity in the amygdala 
(Duvarci and Pare, 2007; Mitra and Sapolsky, 2008) and reduce activity and plasticity 
in the hippocampus (Alfarez et al., 2002; Alfarez et al., 2009). An interesting finding 
with respect to the non-genomic actions of corticosterone in the amygdala is the 
demonstration that MR and GR are located in the plasma membrane of amygdalar 
neurons (Johnson et al., 2005; Prager et al., 2010). In basolateral amygdalar (BLA) 
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neurons, corticosterone induces a marked enhancement in mEPSC frequency, 
comparable to the effects observed in the hippocampus. This enhancement of 
mEPSC frequency after corticosterone administration was MR-dependent and 
nongenomic in nature (Karst et al., 2010).  
 
Corticosterone also downregulates the activity of the HPA axis through 
negative feedback by higher brain areas. Lesions of the hippocampus lead to 
elevated CRH and AVP mRNA levels in mpPVN neurons. This effect occurs not only 
during stress, but can also be observed under basal conditions, suggesting that 
corticosterone-mediated negative feedback is reduced after damage of the 
hippocampus (Mizoguchi et al., 2003). Similar to this regulatory effect, administration 
of glucocorticoids into the mPFC or MPOA produced a blockade of stress hormone 
secretion under restraint stress conditions. The exact mechanisms underlying this 
inhibitory feedback are still not known. However, all of the observed findings indicate 
that corticosterone interacts with neuronal relay stations to increase inhibitory control 
of HPA axis activity (Fink, 2007).  
 
 
1.1.2.5 Dysregulation of the HPA axis and mental disorders 
 
Under stressful and basal conditions, the neuronal control of the HPA axis 
activity, through the regulation of the mpPVN activity and glucocorticoid secretion, 
appears to be crucial for the well-being and health of the organism. Stress-induced 
alterations in neuroendocrine control are likely to be associated with the 
pathogenesis of depression and anxiety disorders. Several reports demonstrated that 
dysregulation of the HPA axis is observed in a large percentage of patients suffering 
from depression (Carroll et al., 1981; Holsboer, 1983; Arana et al., 1985; Holsboer, 
1999b). Severe anxiety and depression are stress-related disorders and have been 
hypothesised to result from an exaggerated stimulation of one or more of the CRH-
modulated pathways mediating the stress responses. Patients suffering from strong 
melancholic depression show physiological and behavioural symptoms, associated 
with an enhanced activation of the CRH system, including comorbid anxiety and 
agitation (Gold et al., 1996; Holsboer, 1999b). The assumption that chronic CRH 
hypersecretion could play a crucial role in the aetiology of major depression has been 
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supported by post-mortem measurements of very high concentrations of CRH in the 
cerebrospinal fluid of severely depressed suicide victims (Gold et al., 1996; Hucks et 
al., 1997). 
The anxiogenic effect of CRH is mediated via the activation of CRHR1 
(Holsboer, 1999; Dautzenberg and Hauger, 2002). CRHR1 knock-out mice show 
reduced anxiety-related behaviour on the elevated plus maze (EPM) and in the light-
dark box test. Both behavioural paradigms measure the anxiety level of the tested 
animals (Smith et al., 1998; Timpl et al., 1998). Inhibition of CRHR1 expression by 
central administration of CRHR1 antisense RNA or treatment of rats with non-
peptidergic antagonists that selectively block CRHR1 also produce anxiolytic-like 
effects (Liebsch et al., 1995; Schulz et al., 1996; Heinrichs et al., 1997; Skutella et 
al., 1998; Deak et al., 1999; Liebsch et al., 1999; Okuyama et al., 1999). 
Neuroendocrine alterations could also be caused by dysfunctions of the limbic 
regions involved in feedback inhibition, such as the hippocampus, the mPFC and the 
amygdala. Imaging studies link changes in the activity or in the volume of these brain 
structures with the development of mood disorders, such as major depression and 
pathological states of anxiety (Drevets et al., 1992a; Drevets et al., 1992b; Sapolsky, 
1996; Herman and Cullinan, 1997; Mataix-Cols and Phillips, 2004; Freitas-Ferrari et 
al., 2010). Corticosteroid receptors (MR and GR) are also likely to play a critical role 
in maintaining homeostasis. They are highly expressed in the hippocampus and 
amygdala and genetically- or stress-induced disturbances in the expression of these 
receptors lead to changes in the activation patterns and the feedback loops, which in 
turn modulate neuronal excitability, stress responsiveness and behavioural 
adaptation to situations of enhanced susceptibility to disease (Tronche et al., 1999; 
Wei et al., 2012). 
To summarise, the activation of the HPA axis maximises the survival rate of 
mammals under dangerous conditions, by acute alterations in cardiovascular activity, 
glucose, protein and fat metabolism, but also by influencing cognitive processes, to 
maintain internal homeostasis. The neuronal and endocrine control of the HPA 
activity appears crucial for the health of an individual, whereas its dysregulation can 
lead to mental and metabolic disorders or cardiovascular diseases. Since the HPA 
axis seems to be strongly involved in the pathophysiology of stress-related diseases, 
intensive research is needed in order to identify central mechanisms underlying the 
neuroendocrine stress responses and how alterations contribute to the pathogenesis 
Introduction  18 
of such disorders. Regulatory neuronal circuits could serve as targets for future 
therapeutic approaches, providing a better treatment of patients suffering from 
stress-related pathologies. The limbic-hypothalamic system appears to be a good 
target for such approaches. 
 
 
1.2 The limbic system 
 
The limbic system, a part of the telencephalon, regroups allocortical areas (i.e. 
olfactory cortex, amygdala, and hippocampal formation, including the subicular 
cortices) and transitional areas between the allocortex and isocortex (i.e. nearly all 
parahippocampal and cingulate cortices, but also caudal orbital and medial prefrontal 
cortex, part of the temporal polar cortex, the ventral part of the agranular and 
dysgranular insular cortex, and also the mammillary bodies, the anterior thalamic 
nuclei and their connections) (Groen et al., 2008).  
These limbic areas are functionally diverse, but the high degree of connectivity 
between them suggests that they comprise an underlying unity. The limbic system is 
strongly involved in emotional responses on the one hand and learning and memory 
on the other hand. Given the link between limbic regions, stress and stress-related 
disorders, it is important to understand the role played by these structures in stress 
integration, memory consolidation and emotional interpretation of sensory stimuli. 
Based on the fact that the hippocampus and the amygdala are strongly 
involved in the regulation of the HPA axis activity, and, therefore, most likely also in 
the pathogenesis of stress-related disorders, the present study mainly focused on 
these two limbic structures. 
 
 
1.2.1 The hippocampus 
 
The hippocampus is located in the temporal lobe of the cerebral cortex and is 
composed of four distinct regions: the dentate gyrus (DG), the cornu ammonis 3 
(CA3), the cornu ammonis 1 (CA1), and the subiculum (Andersen et al., 2007) 
(Figure 1-2). 
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1.2.1.1 Hippocampal anatomy 
 
a- The dentate gyrus 
The DG is composed of three layers. The most superficial one, the molecular layer, is 
a relatively cell-free layer. Deeper to the molecular layer lies the granular cell layer. 
Between the granular cell layer and the proximal end of the cornu ammonis is the 
polymorphic layer located. The granular cell layer contains the principle cells of the 
DG, namely the granule cells which send their axonal projections, the so-called 
mossy fibers, and make synapses on the dendrites of the principle cells of the CA3 
region. The DG also contains GABAergic interneurons, such as basket cells (Ribak 
and Seress, 1983). 
 
b- The CA3 subfield 
The CA3 subfield is composed of four layers. The most superficial one is called the 
stratum radiatum. Below this layer lies the stratum lucidum. These two layers consist 
of the mossy fibers coming from the DG and of the dendrites of the pyramidal cells 
which lie in the third layer, the stratum pyramidale. The deepest layer, the stratum 
oriens, can be defined as an infrapyramidal region containing the axonal projections 
of the pyramidal neurons, the so-called Schaffer collaterals (Andersen et al., 2007). 
The pyramidal cells are excitatory neurons and are the most prominent cell type in 
the CA3 subfield. As in the DG, the CA3 region also contains a fairly heterogenous 
population of interneurons (Freund and Buzsaki, 1996). 
 
c- The CA1 subfield 
The CA1 subfield is also composed of four layers. The most superficial one is the 
stratum lacunosum moleculare, which contains fibers coming from cortical regions (ie 
the enthorhinal cortex). Below this layer lies the stratum radiatum containing the 
Schaffer collaterals which make synapses on the apical dendrites of the principle 
cells, the pyramidal cells, which lie in the third layer, the pyramidal layer. As in the 
CA3 subfield, the deepest layer is called the stratum oriens and contains the axonal 
projections of the CA1 pyramidal cells to the subiculum. The CA1 pyramidal cells are 
excitatory neurons that are slightly smaller than CA3 pyramidal neurons (Andersen et 
al., 2007). Finally, the CA1 subfield also contains a heterogenous population of 
inhibitory interneurons (Freund and Buzsaki, 1996). 
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d- The subiculum 
The CA1/subiculum border is abruptly marked by a widening of the pyramidal cell 
layer. The CA1 stratum radiatum also ends at this border and is replaced by the 
molecular layer of the subiculum. The deepest portion of this layer receives axonal 
projections from CA1 and contains the dendrites of the principal cells of the subicular 
pyramidal layer, whereas the superficial portion receives direct innervation from the 
enthorhinal cortex. The stratum oriens is no longer present in the subiculum (Greene 
and Totterdell, 1997; Andersen et al., 2007). The principal cell layer of the subiculum 
contains large pyramidal cells, defined according to their electrical properties as 
regular firing and bursting pyramidal cells (Greene and Totterdell, 1997). Intermingled 
among the pyramidal cells are many smaller neurons representing the subicular 
interneurons. 
 
 
Figure 1-2: Summary of the organisation of hippocampal pyramidal cells 
Dentate Gyrus (DG); Cornus ammoni 3 area (CA3); Cornus ammoni 1 area (CA1). 
Adapted from http://anatomie.vetmed.uni-
leipzig.de/external/hippocampus/hippocampus_moos.html 
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1.2.1.2 Hippocampal afferences 
 
a- To the dentate gyrus  
The most prominent subcortical input to the DG is the projections from the 
septal nuclei. Septal fibers strongly innervate cells of the polymorphic layer, mostly in 
a region subadjacent to the granular cell layer (Mosko et al., 1973; Swanson et al., 
1978; Baisden et al., 1984). The DG is also innervated by the hypothalamus, the 
strongest projections coming from the supramammillary nucleus which terminate in a 
narrow zone of the molecular layer, located superficially to the granular cell layer 
(Wyss et al., 1979; Vertes, 1992; Magloczky et al., 1994). In addition, the DG also 
receives prominent input from the locus coeruleus. These fibres mainly target the 
polymorphic layer of the DG and extend into the stratum lucidum of the CA3 subfield 
(Pickel et al., 1974; Swanson and Hartman, 1975; Loughlin et al., 1986).  
 However, the major input to the DG arises from the entorhinal cortex via the 
perforant pathway (Ramòn y Cajal, 1893). Cells located in layer II of the entorhinal 
cortex project to the DG, although a minor part of these projections arise from layer 
IV (Steward and Scoville, 1976). Projections from the entorhinal cortex are only 
restricted to the superficial two-thirds of the molecular layer of the DG (Nafstad, 
1967; Hjorth-Simonsen and Jeune, 1972). The perforant path can be divided into two 
parts, the lateral and medial perforant path, according to the region of origin and 
pattern of termination (Andersen et al., 2007). Fibres coming from the lateral 
entorhinal area terminate in the most superficial third of the molecular layer and 
fibres originating from the medial entorhinal area terminate in the middle third of the 
molecular layer.  
 
b- To the CA3 area 
Like the DG, the CA3 subfield receives projections from the entorhinal cortex. 
The origin and laminar terminal distribution of the perforant path projections to the 
CA3 are similar to those of the DG (Witter, 1993). On one hand, projections from the 
lateral entorhinal cortex terminate superficially in the stratum lacunosum-moleculare. 
On the other hand, those from the medial entorhinal area terminate in the deep half 
of this layer. One remarkable feature of intra-hippocampal connectivity is that the 
majority of its synaptic input arises from within its own boundaries. Thus, the CA3 
pyramidal cells are heavily innervated by collaterals from their own axons (called 
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associational connections) and from axons of the contralateral CA3 subfield 
(Andersen et al., 2007). The CA3 is the only brain region which receives direct 
projections from the DG and the mossy fibres projecting to CA3 arise exclusively 
from the granular cells and terminate in a relatively narrow zone, mainly located just 
above the CA3 pyramidal cell layer (Blackstad, 1956; Gaarskjaer, 1978; Swanson et 
al., 1978; Claiborne et al., 1986). 
 The major subcortical input to the CA3 subfield is provided by the septal 
projections, arising primarily from the medial septal nucleus and the nucleus of the 
diagonal band of Broca. These projections terminate most heavily in the stratum 
oriens and to a lesser extent in the stratum radiatum (Andersen et al., 2007). Tracing 
studies recently showed that CA3, especially its temporal parts, receives a direct 
input from the amygdaloid complex (Pikkarainen et al., 1999; Pitkanen et al., 2000). 
These projections arise from the caudomedial portion of the parvocellular division of 
the basal nucleus and terminate in the stratum oriens and stratum radiatum.  
 
c- To the CA1 area 
Similar to the DG and the CA3 area, the CA1 subfield is also directly 
innervated by the entorhinal cortex. However, the organisation of these projections is 
fundamentally different compared to the projections to the CA3 area (Andersen et al., 
2007). First, the afferences arise from cells in layer III (and not layer II). Secondly, the 
distribution of terminals is not laminar but topographically organised. According to 
this organisation, fibres arising from the lateral entorhinal area terminate in the distal 
portion of the CA1, whereas fibres originating from the medial entorhinal area 
terminate in the proximal portion of the CA1 area, close to the CA3 border. 
Consequently, depending on where a CA1 pyramidal cell is located in the transverse 
axis of the hippocampus, it receives inputs from different parts of the entorhinal 
cortex.  
Tracing experiments have shown that CA1 receives inputs from the 
amygdaloid complex (Pikkarainen et al., 1999; Pitkanen et al., 2000). This input 
originates mainly from the caudomedial part of the parvocellular division of the basal 
nucleus and terminates heavily in the stratum oriens and stratum radiatum. Like the 
CA3 area, CA1 also receives substantial septal projections, but weaker as compared 
to CA3. The septal fibres are most densely distributed in the stratum oriens 
(Andersen et al., 2007).  
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Pyramidal neurons of the CA1 area receive their strongest innervation from 
pyramidal cells of the CA3 subfield. The distribution pattern of these terminals 
strongly depends on the location of the CA3 cells from which they arise. Each CA3 
pyramidal neuron gives rise to highly collateralised axons that follow both a 
transverse and oblique orientation through CA1 (Ishizuka et al., 1990). These 
projections terminate on the basal dendrites in the stratum oriens and the apical 
dendrites in the stratum radiatum. The probability for a CA1 neuron to be innervated 
by a particular CA3 cell depends on its transverse position and septotemporal level. 
Distal CA3 pyramidal neurons are more likely to innervate proximal CA1 pyramidal 
cells whereas proximal CA3 cells are more likely to innervate distal CA1 neurons.  
 
d- To the subiculum 
White et al. showed in a combined neuroanatomical and electrophysiological 
study, that projections from the anterior cingulate cortex reach the subiculum (White 
et al., 1990). However, this finding is still under debate. Other projections to the 
subiculum arise from the perirhinal cortex, but terminate only in its proximal third 
(Andersen et al., 2007). 
The proximal subfield of the subiculum is also innervated by projections from 
the parvocellular portion of the basal nucleus and the posterior cortical nucleus of the 
amygdala, and the adjacent amygdalo-hippocampal area (Pitkanen et al., 2000). 
Another source of afferences to the subiculum arises from the supramammillary 
region, which strongly projects to its temporal part. This portion of the subiculum also 
receives an input from the premammillary nucleus.  
Thalamic projections mainly arise from the nucleus reuniens, the 
paraventricular nucleus, and the parataenial nucleus. The midline thalamic 
projections appear to be largely restricted to the molecular layer of the subiculum. 
The projections to the subiculum arise from various intermingled populations of 
neurons in the nucleus reuniens (Andersen et al., 2007). 
Another source of afferent projections to the subiculum arises from the 
brainstem, namely the noradrenergic locus coeruleus, the dopaminergic ventral 
tegmental area, and the serotoninergic median and dorsal raphe nuclei (Andersen et 
al., 2007).  
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1.2.1.3 Hippocampal efferences 
 
The hippocampus sends projections to numerous other brain regions. For 
example, CA1 pyramidal cells give rise to reciprocal projections to the entorhinal 
cortex (Naber et al., 2001). The projection cells send most of their axons to the same 
region of the entorhinal cortex from which they receive their inputs. Another major 
connection is with the neocortex. However, only selected parts of the hippocampus 
form direct connections with the neocortex. CA1 pyramidal neurons give rise to return 
projections to the perirhinal cortex. CA1 cells located in the septal part of the 
hippocampus also project to the retrosplenial cortex, and those located at mid-
septotemporal levels provide substantial projections to the medial frontal lobe. The 
temporal two-thirds of the distal part of CA1 is reciprocally connected with the 
amygdaloid complex (Andersen et al., 2007).  
The subiculum appears to be a major source of efferent projections from the 
hippocampus. After the discovery by Swanson and Cowan that the subiculum, rather 
than the cornu ammonis, is the origin of the major subcortical connections to the 
diencephalon and brainstem, it was widely accepted that the subiculum is one of the 
two primary output structures of the hippocampus (Swanson and Cowan, 1975; 
Swanson et al., 1981; Ishizuka, 2001; Kloosterman et al., 2003a). The subiculum 
projects to the presubiculum, as a series of pathways, distributing information that 
has been processed in the DG, the cornus ammoni and the subiculum to a series of 
cortical and subcortical structures. Therefore, the subiculum can be seen as the last 
relay station in the entorhinal-hippocampal loop (Andersen et al., 2007). The 
subiculum also sends strong projections to the medial and ventral orbitofrontal 
cortices, the prelimbic and infralimbic cortices and the anterior cingulate cortex 
(Verwer et al., 1997).  
The initial temporal third of the subiculum also gives rise to reciprocal 
projections to the amygdaloid complex. The majority of these projections terminate in 
the accessory basal nucleus and a few of them reach several other nuclei other than 
the lateral nucleus. The ventral subiculum sends projections to the BNST and to the 
ventral part of the claustrum or endopiriform nucleus (Andersen et al., 2007).  
Finally, the strongest subcortical connections of the subiculum are to the 
nucleus accumbens, the mammillary nuclei, and the hypothalamus. Subicular fibers 
terminate throughout the nucleus accumbens, but most densely in its caudomedial 
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part. A major feature of these connections is their unidirectional projection. The 
subicular projections to the mammillary nuclei consist of fibers originating mainly from 
the septal two-thirds of the subiculum and form the main input to this structure. Fibers 
of the subiculum also project to the lateral hypothalamic region, adjacent to the 
lateral mammillary nucleus.  
 
 
1.2.1.4 Synaptic plasticity in the hippocampal CA1 area 
 
a- Definition 
For more than a century, it has been suggested that the ability of the brain to 
translate and accumulate experiences into various forms of long-lasting memories, 
can be attributed to activity-dependent changes in the synaptic communication 
between neurons (Bliss and Collingridge, 1993; Malenka and Nicoll, 1999). Such 
plasticity has been extensively studied in the hippocampus. Experimental evidence 
for this hypothesis first came in 1973, when Bliss and Lomo showed that repetitive 
activation of excitatory synapses in the hippocampus caused a robust and persistent 
enhancement in synaptic strength (Bliss and Lomo, 1973). This phenomenon was 
referred as long-term potentiation (LTP) and, since then, has been the subject of 
intense investigations. It is commonly accepted, that experimentally induced LTP 
serves as a powerful tool to elucidate the cellular and molecular mechanisms by 
which the brain can store information (Malenka and Nicoll, 1999). LTP can be elicited 
at all excitatory synapses in the hippocampus, and can also be observed in other 
brain regions. Growing experimental evidence confirms the assumption that it 
underlies at least certain forms of memory (Morris et al., 1990; Doyere and Laroche, 
1992).  
LTP can be induced by a number of different experimental protocols, the most 
common is tetanic stimulation of afferents (typically a train of 100 stimuli at 100 Hz). 
LTP has three basic characteristics: input-specificity, associativity and cooperativity. 
Input-specificity means that, when LTP is triggered at one set of synapses at a 
particular cell, the evoked increase in synaptic transmission normally does not occur 
at other synapses on this cell (Andersen et al., 1977). This property is a major 
advantage because it increases the storage capacity of individual neurons. 
Cooperativity means that there is an intensity threshold for induction of LTP; “weak” 
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tetanic stimulation, which activates relatively few afferent fibres, does not trigger LTP. 
The threshold which has to be overstepped in order to produce LTP is a complex 
function of the intensity and pattern of tetanic stimulation. LTP is associative in the 
sense that a “weak” input can be potentiated if it is active at the same time as a 
strong tetanus takes place in a separate but convergent input (McNaughton et al., 
1978; Levy and Steward, 1979).  
 
b- Mechanisms 
The contribution of several excitatory amino-acid receptor subtypes to LTP 
induction has been widely reviewed in the literature. It has been shown that CA1-LTP 
requires the activation of postsynaptic N-methyl-D-aspartate (NMDA) receptors. The 
important role of the NMDA receptor is based on its specific properties, especially the 
voltage-dependent block of its pore by Mg2+. In order to open the NMDA channel 
and, thus, to induce LTP, it is necessary that two events occur simultaneously: 1) the 
membrane has to be sufficiently depolarised to release the Mg2+ block from the pore; 
2) L-glutamate has to bind to the NMDA receptor, which in turn promotes the opening 
of the channel.  
Depolarisation of the postsynaptic membrane is achieved by activation of a 
second type of glutamate receptor, i.e. the α-amino-3-hydroxy-5-methyl-4-
isoxazolepropionic acid (AMPA) receptor. The AMPA receptor forms a channel 
permeable to monovalent cations (Na+ and K+) and is responsible for basal synaptic 
transmission. In case of a LTP induction, the tetanic stimulation leads to the release 
of high amounts of glutamate from the presynaptic bouton, which binds to AMPA 
receptors thereby depolarising the postsynaptic membrane. This depolarisation 
entails Mg2+ dissociation from its binding site within the NMDA receptor pore. 
Glutamate binds to the NMDA receptor allowing the opening of the channel and Ca2+ 
and Na+ influx in to the dendritic spine. The rise of intracellular Ca2+ concentration is 
the critical trigger for LTP because it activates signal transduction pathways, leading 
finally to the increase in synaptic strength (Collingridge, 1987; Bashir et al., 1991; 
Bliss and Collingridge, 1993; Malenka and Nicoll, 1999; Lu et al., 2001; Malenka and 
Bear, 2004). Several molecules have been shown to play a key role in LTP induction, 
with α-calcium-calmodulin-dependent protein kinase II (CaMKII) being perhaps the 
most important (Teyler and DiScenna, 1987; Gustafsson and Wigstrom, 1988; Bliss 
and Collingridge, 1993; Larkman and Jack, 1995; Nicoll and Malenka, 1995; Lisman 
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et al., 2002). The final step of LTP induction is the phosphorylation of AMPA 
receptors by CaMKII, which in turn leads to the stabilisation of these receptors in the 
plasma membrane and to the insertion of new AMPA receptors (Barria et al., 1997) 
(Figure 1-3).  
 
a) b)
 
Figure 1-3: Schematic Illustration of LTP induction  
  a) Released glutamate from the presynaptic bouton acts on both AMPA receptors 
(AMPARs) and NMDA receptors (NMDARs). Under resting membrane potential, 
NMDARs are blocked by Mg2+, therefore, Na+ flows only through the AMPA receptor. 
Depolarisation of the postsynaptic cell releases the Mg2+ block of the NMDA receptor 
channel, and Na+/Ca2+ enters the dendritic spine through the NMDA receptors. This is 
the critical trigger for LTP. b) The postsynaptic increase in Ca2+ concentration 
activates CaMKII, which in turn phosphorylates already inserted AMPA receptors. 
CaMKII is also believed to influence the subsynaptic localisation of AMPA receptors 
such that more AMPA receptors are delivered to the synaptic plasma membrane. 
Adapted from Malenka and Nicoll, (1999).  
 
It has been shown that postsynaptic application of CaMKII inhibitors or the 
genetic deletion of a critical CaMKII subunit prevents LTP induction (Malenka et al., 
1989; Malinow et al., 1989; Bliss and Collingridge, 1993). In contrast, increased 
expression of constitutively active CaMKII in CA1 cells leads to an enhancement of 
synaptic transmission and LTP (Pettit et al., 1994; Lledo et al., 1995). Several other 
protein kinases have also been implicated in LTP: protein kinase C (PKC), cAMP-
dependent protein kinase (PKA), the tyrosine kinase (Src), and mitogen-activated 
protein kinases (MAPK). Whether these kinases are mediators or modulators of LTP 
remains to be determined (Lynch, 2004).  
Is the increase in synaptic strength during LTP primarily generated due 
postsynaptic modifications or due presynaptic change in transmitter release? It is 
now widely accepted that the major mechanism underlying the expression of CA1-
LTP involves an increase in the number of AMPARs in the plasma membrane at 
synapses, secondary to activity-dependent changes in AMPAR trafficking (Malenka 
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and Nicoll, 1999; Malinow and Malenka, 2002; Song and Huganir, 2002; Bredt and 
Nicoll, 2003). In addition, an increase in the single-channel conductance of AMPARs 
via direct CaMKII-mediated phosphorylation of the AMPA receptor subunit GluR1 
contributes to increased synaptoc strength (Benke et al., 1998; Malenka and Nicoll, 
1999; Soderling and Derkach, 2000; Lee et al., 2002).  
An important observation is that LTP lasts for hours, days or even weeks. This 
requires gene transcription and protein synthesis (Abraham and Williams, 2003; 
Kandel and Pittenger, 2003; Lynch, 2004; Malenka and Bear, 2004) and involves 
structural remodelling of synapses, including growth of new dendritic spines, 
enlargement of pre-existing spines and their associated postsynaptic densities and 
splitting of single postsynaptic densities and spines into two functional synapses 
(Yuste and Bonhoeffer, 2001; Abraham and Williams, 2003). This structural 
remodelling of dendritic spines implies modifications of the cell cytoskeleton. In vivo 
studies have demonstrated that LTP is accompanied by a long-lasting increase in F-
actin content in spines, thus inhibiting actin depolymerisation (Fukazawa et al., 
2003). The notion that actin cytoskeleton reorganisation is strongly involved in 
maintaining LTP is also supported by studies showing that inhibitors of actin 
polymerisation impair LTP (Kim and Lisman, 1999; Krucker et al., 2000). 
 
c- Functional significance of LTP 
It is commonly accepted that long-lasting changes in the strength of synaptic 
connections are critical components of the neural mechanisms underlying learning 
and memory. LTP provided the first experimental analogue of these postulated 
learning-induced changes in synaptic connectivity in the brain (Bliss and Collingridge, 
1993; O'Mara et al., 2000; Morris et al., 2003; Neves et al., 2008). 
Since Morris et al (1986) discovered that hippocampal NMDA receptor 
blockade prevents spatial learning but not visual discrimination learning, a variety of 
experimental studies confirmed that NMDA receptor activation is necessary for a 
wide range of different forms of learning and memory (Morris et al., 1986). Moser 
demonstrated that chronic intraventricular infusion of 2-amino-5-phosphonovalerate 
(AP5), an NMDA receptor antagonist, impaired hippocampal LTP and also spatial 
learning (Moser et al., 1993; Moser and Moser, 1998b). The findings of this initial 
pharmacological study are complemented by studies in which the NMDA receptor 
was genetically modified. Tsien et al. (1996) showed, by region-specific gene 
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targeting that the NMDA receptor channel in the hippocampal CA1 region is essential 
for LTP and spatial learning (Tsien et al., 1996). By means of analyses of the 
functional properties of various NMDA receptor subunits, another study showed that 
disruption of the GluRε1 (NR2A) gene results in the reduction of hippocampal LTP 
and impairment of Morris water maze learning (Kiyama et al., 1998). 
Taken together, the findings described above are in line with the assumption 
that synaptic plasticity is the cellular correlate of certain forms of learning and 
memory.  
 
d- Short-term plasticity 
Like LTP, short term plasticity has been also observed at many chemical 
synapses (Zucker, 1989; Wang and Kelly, 1997; Lopez, 2001). One of the most 
studied forms of short term plasticity is the paired-pulse facilitation (PPF).  
PPF is an experimental protocol consisting of giving 2 electrical stimuli on 
presynaptic terminals with a short interstimulus interval (ranging from 25 to 400 ms) 
and recording the resulting excitatory postsynaptic potentials (fEPSP). From these 
recordings, the paired-pulse ratio (PPR) is calculated as: PPR= amplitude fEPSP2/ 
amplitude fEPSP1. When this PPR is larger 1, we called it PPF. In certain cases, the 
PPR can be smaller than 1 and we talked about paired-pulse depression (PPD). The 
PPR is a way to study rapid modifications occurring at synapses and also give an 
idea about the release probability of neurotransmitter at these synapses.  
For example at CA3-CA1 synapses, the application of this protocol leads to a 
PPF. The underlying mechanism of PPF is associated with a rise in Ca2+ levels in the 
presynaptic bouton in response to the 1st pulse. When the second pulse is given with 
a short delay (25-100 ms), the residual Ca2+ from the 1st pulse cannot be buffered, 
and the rise in intracellular Ca2+ due to the 2nd pulse leads to the fusion of more 
vesicles and thus to the release of higher amount of neurotransmitter in the synaptic 
cleft (Miledi and Parker, 1981; Charlton et al., 1982; Wang and Kelly, 1997). This 
mechanism is known as the theory of “the residual calcium” (Manabe et al., 1993; 
Christie and Abraham, 1994; Lopez, 2001). 
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1.2.1.5 Functional differentiation within the hippocampus 
 
The functional role of a particular brain region depends on the afferent and 
efferent connectivity with other brain structures. Ramòn y Cajal (1901) and Lorente 
de Nò (1934) established for the first time a basic cytoarchitectonic scheme of the 
hippocampus (Cajal, 1901; Lorente De Nó, 1934). In his pioneering work, Cajal 
described alterations across the longitudinal axis of the hippocampus. He 
distinguished two perforant pathways coming from the entorhinal cortex (i.e. the 
“superior” and “inferior”), today referred as to the “dorsal” and “ventral” hippocampus. 
Lorente de Nò divided the “ammonic system”, based on the different afferent inputs 
across the dorso-ventral axis, into three main segments. He postulated that, even if 
there is no sharp boundary, each of these segments has specific structural 
characteristics.  
Generally, the hippocampus is defined as a unidirectional transverse loop of 
excitatory synapses, through the “trisynaptic pathway” and the subiculum. Although 
this intrinsic connectivity appears to be consistent along the longitudinal axis of the 
hippocampus, afferent and efferent connectivity changes along the dorso-ventral axis 
(Moser and Moser, 1998b). The enthorinal cortex can be divided into three parallel 
band-like zones: the caudolateral, the intermediate, and the rostromedial zone. Each 
of them acts as a relatively independent functional unit, based on the fact that they 
receive different inputs and give rise to separate efferent outputs, and that direct 
connections between them are almost absent (Insausti et al., 1997; Dolorfo and 
Amaral, 1998; Burwell, 2000). The entorhinal cortex, which innervates all the 
hippocampus in a topographically ordered pattern, receives also direct projections 
back from both the CA1 and subiculum following the same topographic organisation 
along the longitudinal axis (Naber et al., 2001; Kloosterman et al., 2003b; Cenquizca 
and Swanson, 2007). 
 
a- The dorsal hippocampus 
The afferences projecting specifically to the dorsal hippocampus originate from 
the caudolateral zone of the entorhinal cortex, and mainly carry visuo-spatial 
information (via the adjacent perirhinal and postrhinal cortex). 
The dorsal CA1 pyramidal neurons raise massive sequential, multi-synaptic 
and presumably feed-forward excitatory projections to the dorsal parts of the 
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subiculum, as the main output from the dorsal hippocampus (Swanson and Cowan, 
1977; Witter and Groenewegen, 1990; Amaral et al., 1991). These efferent 
projections contact different brain areas. The retrosplenial and anterior cingulate 
cortices receive the most prominent projections from the dorsal CA1 and subiculum. 
These two cortical areas are involved in cognitive processing of visuo-spatial 
information, memory formation and environmental exploration (Han et al., 2003; 
Frankland et al., 2004; Jones and Wilson, 2005; Lavenex et al., 2006). 
Other projections from the dorsal subiculum innervate, through the 
postcommissural fornix, the medial and lateral mammillary nuclei and the anterior 
thalamic complex (Kishi et al., 2000; Ishizuka, 2001). This neuronal network 
represents the most important interface to create a cognitive map for the spatial 
navigation system, giving the opportunity to orientate in a known environment (Taube 
et al., 1990; Muller et al., 1996; Jeffery, 2007; Fanselow and Dong, 2010).  
Previous studies have shown that the dorsal hippocampus is connected with 
areas mediating cognitive processes, such as learning, memory, navigation and 
exploration (Fanselow and Dong, 2010). One famous report is the human case H.M. 
suffering of severe anterograde and retrograde amnesia after bilateral surgical 
removal of the medial temporal lobe (Scoville and Milner, 1957). This patient showed 
a massive impairment of memory functions, including recognition of previously 
presented words or figures, and the loss of memory for the position of objects (Milner 
et al., 1968). Patients with locally restricted damage of the hippocampus showed 
similar impairments, indicating that the hippocampus is involved in many mnemonic 
operations of the medial temporal lobe (Rempel-Clower et al., 1996).  
Selective lesions at different levels of the longitudinal axis of the hippocampus 
in rats demonstrate that the animal behaviour is differentially affected depending on 
the dorsal or ventral location of these lesions (Moser et al., 1993). This is confirmed 
by the observation that rats with lesions within the dorsal hippocampus showed the 
same behavioural impairment as animals with complete hippocampal disruption, 
leading to severe impairment in spatial learning (Moser et al., 1993). Numerous other 
studies revealed similar effects of dorsal cytotoxic lesions on spatial memory 
(Bannerman et al., 1999; Bannerman et al., 2002; Bannerman et al., 2003). These 
results were not observed with lesions of the ventral hippocampus (Hock and 
Bunsey, 1998; Bannerman et al., 1999; Bannerman et al., 2002; Pothuizen et al., 
2004).  
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Pharmacological studies also confirm these findings. Local microinfusions of 
drugs, disrupting normal neuronal activity in the dorsal hippocampus revealed similar 
results (Moser and Moser, 1998a; Tuvnes et al., 2003). Electrophysiological single 
unit recordings (Jung et al., 1994), c-fos activation studies (Vann et al., 2000) and 
structural magnetic resonance imaging (RMI) studies (Maguire et al., 2000) also 
support a preferential role for the dorsal hippocampus in spatial learning and 
memory. All these experimental findings are consistent with the anatomical 
connectivity of the dorsal hippocampus. The major input from primary sensory 
cortical areas to the dorsal hippocampus, enables this region to serve as a unique 
regulatory relay station regarding spatial learning and memory.  
 
b- The ventral hippocampus 
The ventral hippocampus primarily receives olfactory, visceral and gustatory 
inputs from the intermediate zone of the entorhinal cortex (Ishizuka et al., 1990; 
Insausti et al., 1997; Dolorfo and Amaral, 1998; Cenquizca and Swanson, 2007). 
The ventral hippocampus is strongly connected with the olfactory bulb and 
several other primary olfactory cortical areas, including the anterior olfactory nucleus 
and the endopiriform nucleus (Cenquizca and Swanson, 2007; Roberts et al., 2007). 
The ventral CA1 pyramidal neurons and ventral subiculum exhibit strong bidirectional 
connectivity with the major amygdalar nuclei, namely the lateral, basolateral and 
central nuclei (Kishi et al., 2000; Pitkanen et al., 2000; Petrovich et al., 2001; 
Cenquizca and Swanson, 2007). Thus, the amygdala does not only receive inputs 
from the ventral CA1 area and the subiculum, but also projects to this areas. 
The ventral CA1 area and the subiculum also share bidirectional connections 
with the infralimbic, prelimbic, and agranular insular cortices (Chiba, 2000; Jones and 
Wilson, 2005; Hoover and Vertes, 2007; Roberts et al., 2007). These prefrontal 
cortical structures establish a network of parallel and segregated descending fibers 
through the lateral septum and the BNST. This unique network innervates the 
periventricular and medial zones of the hypothalamus and, therefore, participates in 
the regulation of three basic classes of motivated behaviours with strong emotional 
aspects: ingestion, reproduction and defence (Kishi et al., 2000; Dong et al., 2001; 
Petrovich et al., 2001; Herman et al., 2005; Dong and Swanson, 2006).  
The network composed of the ventral CA1 and subiculum as well as the 
adjacent posterior amygdalar nucleus specifically controls neuroendocrine activating, 
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via the strong projections to the ventral part of the lateral septum (LSv) and 
anteromedial nucleus of the BNST (Canteras et al., 1992; Risold et al., 1997; Dong et 
al., 2001). It is also important to mention that the ventral hippocampus and the medial 
band of the lateral and medial entorhinal cortices project directly to the caudomedial 
nucleus accumbens, which is strongly involved in reward processing and motivation 
as well as feeding behaviour (Kelley et al., 2005a; Kelley et al., 2005b). To 
summarise, the afferent and efferent connections of the ventral hippocampus 
suggest that this structure is ideally located to modulate the impact of emotional 
experience and to regulate affective states, such as anxiety and stress (Fanselow 
and Dong, 2010). 
 
This idea is supported by previous studies. Lesions of the ventral 
hippocampus induce effects similar to those induced by benzodiazepine treatment in 
unconditioned anxiety tasks in rats. The animals show: 1) reduced hyponeophagia, 
i.e. they eat more readily in potentially anxiogenic and unfamiliar environments 
(Bannerman et al., 2002; Bannerman et al., 2003), 2) increased social interaction 
(Bannerman et al., 2002), 3) faster reaction to pass from the black to the white 
compartment during a two compartment box test (Bannerman et al., 2003), 4) 
increased proportion of time in a more anxiogenic division of the successive alleys 
apparatus, a modified version of the elevated plus maze (Bannerman et al., 2002; 
Kjelstrup et al., 2002). In each of these tests, lesions of the ventral hippocampus 
induce a strong anxiolytic-like effect. On the contrary, these effects were not 
observed in rats with dorsal lesions (Bannerman et al., 2002; Kjelstrup et al., 2002; 
McHugh et al., 2004). One useful parameter to measure anxious behaviour is 
defecation, which is increased after exposure to an anxiogenic environment. Animals 
with ventral hippocampal lesions show reduced defecation both in the bright part of 
the open field test and also during contextual fear conditioning, although there were 
no differences between sham and lesioned animals in defecation levels in the home 
cage (Bannerman et al., 2002). Kjelstrup and colleagues reported that complete and 
ventral hippocampal lesions reduce the defecation score, compared to sham and 
dorsal hippocampal lesioned animals, following confinement in a bright chamber 
(Kjelstrup et al., 2002). With respect to the regulatory action of the hippocampus on 
the stress response, it is important to mention that ventrally lesioned animals show a 
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smaller increase in plasma corticosterone concentration after stress exposure 
compared to control animals (Kjelstrup et al., 2002). 
 
In summary, anatomical and lesion studies clearly indicate regional 
differentiation within the hippocampus. The dorsal part can be seen as the “cold” 
hippocampus, which stands as the gate of declarative memories, independently of 
their emotional content. On the other hand, the ventral hippocampus is intimately 
linked to emotions, regulates stress and anxiety responses and, therefore, can be 
seen as the “hot” hippocampus. Dysregulation of the “hot” hippocampus is thus often 
associated with affective disorders, such as diseases and anxiety disorders 
(Fanselow and Dong, 2010). 
 
 
1.2.2 The amygdala 
 
The amygdala is a heterogeneous collection of ~13 nuclei located at the 
medial perimeter of the temporal lobe. A variety of different functions has been 
attributed to the amygdaloid complex over the last 10-20 years. New imaging data 
obtained in humans elucidate a role of the amygdala in determining the emotional 
significance of sensory stimuli, memory consolidation, attention, fear, anxiety and the 
perception of body movements (Davis, 1992; Adolphs et al., 1994; Pitkanen et al., 
1997; Whalen et al., 2001; Adolphs et al., 2002). These functions are important for 
the successful coping with the daily social environment (Adolphs et al., 1998; Morris 
et al., 1998). The amygdaloid complex is structurally diverse; its nuclei and cortical 
areas differ in terms of cytoarchitecture, histochemistry, and connectivity. Additionally 
the amygdaloid complex is further characterised by extensive internuclear and 
intranuclear connections. 
 
 
1.2.2.1 Anatomy 
 
According to the nomenclature established by Price et al (1987), the 
amygdaloid complex can be separated into various nuclei and cortical areas (JL 
Introduction  35 
Price et al., 1987). Since then, this nomenclature, with some modifications, has been 
used to investigate the anatomical constitution of the amygdaloid complex (Pitkanen 
et al., 1997; Jolkkonen and Pitkanen, 1998). Amygdalar nuclei can be divided into 
three groups (Figure 1-4): 
 
 1) The deep or basolateral group: -lateral nucleus 
       -basolateral nucleus 
       -accessory basal nucleus 
 2) The superficial or cortical-like group: -cortical nuclei 
       -nucleus of the lateral olfactory  
        tract 
 3) The centromedial group:  -medial nuclei 
       -central nuclei  
 
The intercalated cell masses and the amygdalo-hippocampal area are a separate set 
of nuclei that do not fall in any of these groups and are listed separately.  
As described for the hippocampus, the connectivity between the different 
nuclei and the afferent and efferent connections between the amygdala and other 
brain areas are the key to understand how the amygdala responds to biologically 
significant events and orchestrates appropriate responses. Based on intra-
amygdaloid connectivity, there are three separate levels of information processing 
(Pitkanen et al., 1997): 
 
 Internuclear connections: between two nuclei 
 Intradivisional connections: within one subdivision of a nucleus 
 Interdivisional connections: between separate subdivisions of a nucleus 
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Figure 1-4: Schematic illustration of the amygdaloid complex of the rat 
The amygdaloid complex in the rat is subdivided into various nuclei and cortical areas. 
Panel A is more rostral than panel B. Most of the nuclei have subdivisions and 
compose the anatomical and functional units of the amygdala. The different nuclei are 
divided into groups as described in the text.  
Blue represent the nuclei of the basolateral nuclei, yellow are the cortical group and 
green for the centromedial group. 
ABmc: Accessory basal magnocellular subdivision; ABpc: accessory basal 
parvicellular subdivision; AHAl: amygdalo-hippocampal area, lateral division; BAOT: 
bed nucleus of the accessory olfactory tract; Bi: basal nucleus intermediate division; 
Bmc: basal nucleus magnocellular division; Bpc: basal nucleus parvicellular division; 
Cec: central nucleus capsular division; Cei: central nucleus intermediate division; Cel: 
central nucleus lateral division; Cem: central nucleus medial division; Coa: cortical 
nucleus anterior division; Cop: cortical nucleus posterior division; Ldl: lateral nucleus 
dorsolateral division; Lm: lateral nucleus medial division; Lvl: lateral nucleus 
ventrolateral division; Mcd: medial amygdala dorsal subdivision; Mcv: medial amygdala 
ventral subdivision; Mr: medial amygdala rostral subdivision; PAC: periamygdaloid 
cortex; PACm: periamygdaloid cortex medial division. Adapted from Pitkanen et al. 
(1997) ; Sah et al. (2003).  
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1.2.2.2 Divisions and locations 
 
1.2.2.2.1 The basolateral group 
 
 The basolateral or deep group of nuclei is composed of the lateral nucleus 
(LA), the basolateral nucleus (BLA), sometimes also called the basal nucleus, and 
the accessory basal nucleus, also known as the basomedial nucleus. 
 The LA is located in the dorsal part of the amygdala, medial to the external 
capsula and lateral to both the central nucleus (rostrally) and the lateral ventricle 
(caudally) (Aggleton, 2000). Ventrally, the LA borders the BLA and is separated into 
three subdivisions: the dorsolateral, the ventrolateral and the medial subdivision (Sah 
et al., 2003).  
 The BLA is located rostral to the LA, medial to the external capsula and 
lateral to the central nucleus. It is composed of three subdivisions: magnocellular, 
intermediate and parvocellular subdivisions. When the intermediate and parvocellular 
divisions appear (more caudally), the BLA is located ventral to the LA and dorsal to 
the accessory basal nucleus. Caudally, the BLA lies lateral to the lateral ventricle.  
 The accessory basal nucleus borders the BLA dorsally and the 
periamygdaloid cortex ventrally. At caudal levels, it is located dorsal to the lateral 
division of the amygdalo-hippocampal area. 
 
 
1.2.2.2.2 The superficial or cortical-like group 
 
The superficial group consists of nuclei with cortical characteristics since they 
are located at the surface of the brain and show a layered structure (Sah et al., 2003; 
Andersen et al., 2007). The nucleus of the lateral olfactory tract, the bed nucleus of 
the accessory olfactory tract (BAOT), the anterior and posterior cortical nucleus (CoA 
and CoP) and the periamygdaloid cortex (PAC) form this group. The BAOT lies at the 
most rostral part of the amygdala and is bordered laterally by the CoA.  
The CoA is located lateral to the nucleus of the lateral olfactory tract, rostrally 
and caudally to the medial nucleus. The CoP is located in the most caudal part of the 
amygdala where it borders the amygdalo-hippocampal area dorsally and the 
periamygdaloid cortex laterally (Aggleton, 2000; Sah et al., 2003).  
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The periamygdaloid cortex is subdivided in: the medial division and the sulcal 
division, and is located ventral to the BLA.  
 
 
1.2.2.2.3 The centromedial group 
 
The centromedial group is located in the dorsomedial portion of the 
amygdaloid complex and consists of the central amygdala (CeA), the medial 
amygdala, and the amygdaloid part of the BNST (Sah et al., 2003; Andersen et al., 
2007).  
The CeA is divided in four parts: the capsular, lateral, medial and intermediate 
subdivision. The CeA is located medial to the LA and the BLA nuclei and lateral to 
the stria terminalis. Caudally, the CeA ends at the lateral ventricle appears (Aggleton, 
2000). 
The medial nucleus starts at the edge of the nucleus of the lateral olfactory 
tract and extends caudally to the beginning of the lateral ventricle. The medial 
nucleus is also divided in three parts: rostral, central and caudal.  
The amygdaloid part of the BNST is based on the innervations of the BNST 
and the caudodorsal regions of the substantia inominata (ventral pallidum), from the 
the centromedial amygdala. These two regions have similar efferent connections to 
the outgoing projections of the amygdala, and are therefore, characterised as part of 
the amygdaloid complex (Sah et al., 2003). 
 
 
1.2.2.2.4 Connectivity 
 
Studies, which used anterograde or retrograde tracer injections into various 
amygdalar, cortical or subcortical regions, provide data about afferent and efferent 
pathways to and from the amygdaloid complex (Aggleton, 2000). Each amygdaloid 
nucleus receives inputs from a variety of distinct brain regions. The efferent 
projections from the amygdala also reach numerous brain regions, including cortical 
and subcortical areas (McDonald, 1998; Aggleton, 2000).  
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a- Afferent projections to the amygdala 
According to the origin of the afferences, inputs to the amygdala can be 
separated into two main categories (Aggleton, 2000):  
- those coming from the hypothalamus or the brainstem  
- those arising from cortical and thalamic structures  
Hypothalamic and brainstem inputs arise from regions associated with autonomic 
responses, whereas cortical and thalamic inputs convey information from sensory 
areas and structures associated with memory formation.  
The cerebral cortex is the major source of sensory information to the 
amygdala (McDonald, 1998). Most of the projections are ipsilateral and enter the 
amygdala via the external capsula (Mascagni et al., 1993). The majority of these 
projections arise from association areas and forward processed information by a 
series of cortico-cortical loops. The inputs convey modality-specific or polymodal 
sensory information. The amygdala receives inputs about all modalities: 
somatosensory, auditory, visual, olfactory, gustatory and visceral.  
Cwith respect to somatosensory inputs, most afferences reach the amygdala 
via the dysgranular parietal insular cortex in the parietal lobe (Shi and Cassell, 1998). 
These projections target the LA, the BLA, and the CeA (McDonald and Jackson, 
1987; Shi and Cassell, 1998, 1999). Somatosensory information also reaches the 
amygdala via projections from the pontine parabrachial nucleus and thalamic nuclei, 
the medial portion of the medial geniculate and the posterior internuclear nucleus. All 
these nuclei have been suggested to be involved in nociception (Ledoux et al., 1987; 
Bernard et al., 1989; Bordi and LeDoux, 1994; Sah et al., 2003). 
Auditory and visual information reach the amygdala from association areas, 
rather than from the primary cortex (Mascagni et al., 1993; Shi and Cassell, 1997; 
Sah et al., 2003). Tracing studies have shown that these projections arise from 
cortical layers II and IV of the auditory cortex (Te3) and reach the LA through the 
dorsolateral subdivision (LeDoux et al., 1991; Shi and Cassell, 1997). Subcortical 
acoustic inputs arise from the thalamic medial geniculate nucleus and target the 
same areas of the LA (LeDoux et al., 1990; LeDoux et al., 1991; Turner and 
Herkenham, 1991; Sah et al., 2003). Like the auditory inputs, visual cortical 
projections to the amygdala originate from thalamic and high-order visual areas (Shi 
and Davis, 2001). Cortical projections from these areas terminate in the dorsal 
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subdivision of the LA, the CeA, and some in the magnocellular basal nucleus (Sah et 
al., 2003).  
Projections from the main and accessory olfactory bulbs as well as the primary 
olfactory cortex target the nucleus of the lateral olfactory tract, the anterior cortical 
nucleus, and the periamygdaloid cortex. The accessory olfactory bulb projects to the 
bed nucleus of the accessory olfactory tract, the medial nucleus and the posterior 
cortical amygdala (Scalia and Winans, 1975). The piriform cortex and the anterior 
olfactory nucleus send projections to the LA, BLA and accessory basal nuclei (Luskin 
and Price, 1983). 
Gustatory and visceral primary areas in the anterior and posterior insular 
cortices provide strong projections to the dorsal subdivision of the LA, the posterior 
BLA, and the CeA (Shi and Cassell, 1998). Gustatory and visceral information arise 
also from subcortical structures, and both cortical and subcortical inputs converge in 
the amygdaloid complex (McDonald, 1998).  
 
The amygdala also receives major polymodal sensory inputs from the 
prefrontal and perirhinal cortices and the hippocampus, structures that are strongly 
involved in the regulation of behaviour and reward circuitries (Rolls, 2000). 
Projections from the prefrontal cortex reach the BLA, but also the LA, as well as the 
accessory basal, central, and medial nucleus (McDonald et al., 1996). Areas related 
to long-term declarative memory (e.g. the perirhinal, entorhinal, parahippocampal 
cortices, and the hippocampus) have strong reciprocal connections with the 
amygdala. The perirhinal cortex sends the heaviest projections to the medial division 
of the LA and also innervates the BLA and the cortical nucleus (Shi and Cassell, 
1999). Compared to the perirhinal cortex, the entorhinal cortex seems to project to 
most of the amygdalar nuclei (McGaugh et al., 1996). The afferent inputs from the 
hippocampus originate from the subicular region and, although the BLA is the main 
target structure, other nuclei are also likely to be innervated (Canteras and Swanson, 
1992).  
 
In summary, the amygdala receives information from all sensory systems. In 
combination with afferent inputs from the medial temporal lobe, the amygdala 
appears to be in a unique position to form associations between current sensory 
inputs and past experiences.  
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 b- Intra-amygdaloid connectivity and efferences  
Tracing studies enable tracking of the intranuclear and internuclear 
connectivity within the amygdala (Krettek and Price, 1978; Aggleton, 2000). These 
studies show that sensory information enters the amygdala through the LA where it is 
processed before a lateral-to-medial progression to the medial and central nuclei, 
which act as the main output areas of the amygdala (Pitkanen et al., 1997).  
Within the LA, strong rostrocaudal as well as interdivisional connections have 
been described (Pitkanen et al., 1995). The dorsolateral subdivision projects to the 
medial subdivision and also to the lateral subdivision of the LA. Unimodal sensory 
inputs enter the LA laterally, while polymodal inputs from the declarative memory 
system invade the medial subdivision of the LA (Aggleton, 2000). The lateral to 
medial intranuclear connections within the LA suggests that the medial subdivision 
acts as a site of integration between sensory information and past experience. 
Neurons of the LA send heavy projections to the BLA, the accessory basal nucleus 
and the capsular part of the CeA (Smith and Pare, 1994; Pitkanen et al., 1995). 
Except for the CeA, these regions also send projections back to the LA, mostly into 
its medial and ventrolateral subdivision (Savander et al., 1996; Savander et al., 
1997). 
The BLA and the accessory basal nucleus receive strong cortical inputs and 
have extensive internuclear and intranuclear connections. The parvocellular 
subdivision of the BLA projects to the magnocellular and intermediate subdivisions 
(Savander et al., 1995). The largest projection from the BLA is to the medial 
subdivision of the CeA (Savander et al., 1995; Savander et al., 1996). Projections 
from the BLA to the CeA play a key role in controlling the outflow of processed 
information from the amygdaloid complex (Savander et al., 1995; Savander et al., 
1996). The accessory basal nucleus has extensive rostrocaudal connections and 
sends projections to the LA, the CeA, and the medial nuclei (Savander et al., 1995).  
The CeA forms the major source of efferences and receives projections from 
all other amygdalar nuclei, with only a few reciprocal connections (Pitkanen et al., 
1997; Jolkkonen and Pitkanen, 1998). It is important to mention that the lateral 
subdivision of the CeA is also innervated by cortical and subcortical areas (Aggleton, 
2000), suggesting that it acts as a site of integration of input signals.  
The internuclear connections to the CeA are mostly restricted to the medial 
and capsular subdivisions. The CeA also has extensive intradivisional and 
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interdivisional connections (Jolkkonen and Pitkanen, 1998). The capsular and lateral 
parts of the CeA send strong projections to the medial, but only few connections to 
the intermediate subdivision. The medial subdivision projects to the capsular 
subdivision and generates the main output of the amygdala to the hypothalamus and 
the brainstem. The projections are responsible for the activation of autonomic and 
endocrine stress responses (Savander et al., 1996). 
 
 
1.2.3 Amygdala, stress and anxiety 
 
In the past two decades, the amygdala has increasingly been implicated in the 
pathophysiology of anxiety disorders, and becomes more and more accepted as a 
key structure concerning the regulation of fear and anxiety. In contrast to the 
prefrontal cortex and the hippocampus, the amygdala drives the HPA axis (Herman 
et al., 2003). Stimulation of the amygdala promotes corticosteroid biosynthesis and 
secretion from the adrenal cortex (Redgate and Fahringer, 1973; Saito et al., 1989). 
Studies using localised stimulations and lesions showed that the central, medial and 
basolateral nuclei control the release of ACTH from the anterior pituitary (Herman et 
al., 2003). 
The BLA has been implicated in emotional arousal and stress-induced CRH-
mediated modulation of stress and anxiety states (Roozendaal et al., 2002; 
Roozendaal et al., 2004). CRHR1 is strongly expressed in BLA magnocellular 
neurons (Chen et al., 2000), which project to the hippocampus, thereby contributing 
to the consolidation of emotional memories (Pare, 2003). CRHR1 activation 
increases the excitability of these projection neurons. Consequently, release of CRH 
in the BLA has been hypothesised to contribute to the regulation of stress-induced 
anxiety states (Rainnie et al., 1992; Rainnie et al., 2004). Consistently, repeated 
administration of low doses of CRH (50 fmol) can lead to increased activity of BLA 
neurons upon future stress exposure and to the development of sustained anxiety 
(Sajdyk et al., 1999; Sandi et al., 2008). Stress exposure can also lead to an 
enhancement in synaptic strength within the BLA, further contributing to the 
development of chronic enhanced anxiety levels (Rainnie et al., 2004; Shekhar et al., 
2005). Repeated local infusions of urocortin (an endogenous CRHR2 agonist) into 
the BLA increase anxiety levels in rodents, with electrophysiolocical recordings from 
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BLA neurons showing a reduction in spontaneous as well as evoked GABAergic 
transmission and, thus, a hyperexcitability of BLA circuits (Rainnie et al., 2004). 
These findings are consistent with recent evidence for an inverse relationship 
between GABAergic inhibition in the BLA and anxious behaviour. Interestingly, these 
effects can be reversed by enriched environmental (E.E.) stimulation (Sztainberg et 
al., 2010). Rodents exposed to a combination of social, cognitive, sensory, and motor 
stimulation display reduced levels of emotionality-related measures such as 
defecation, freezing, and anxiety levels (Fox et al., 2006). Sztainberg et al. (2010) 
showed that one possible molecular mechanism underlying this phenomenon is 
reduction of CRHR1 expression in the BLA (Sztainberg et al., 2010).  
Modulation of electrical activity in the BLA by CRH can lead to long-lasting 
functional and structural changes. Indeed, acute and chronic stress leads to 
remodelling of synapses and dendritic branching in the BLA and medial amygdala 
that correlates with increased anxiety levels (Vyas et al., 2002; Vyas and Chattarji, 
2004; Vyas et al., 2004; Vyas et al., 2006). A single stress episode of 2 h in rats is 
sufficient to increase spine density on principal neurons in the BLA, an effect that 
also correlates with increased anxiety (Mitra et al., 2005).  
Compared to acute stress, chronic stress induces a more widespread increase 
in spine density, affecting both primary and secondary dendrites of BLA principal 
neurons (Mitra et al., 2005). This effect is accompanied by a dendritic growth in 
pyramidal and stellate neurons of the BLA (Vyas et al., 2002; Vyas et al., 2004; Vyas 
et al., 2006) and enhanced anxiety (Mitra and Sapolsky, 2008). This dendritic 
hypertrophy probably involves increased corticosterone levels. Mitra and colleagues 
(2008) showed that chronic, high-dose administration of corticosterone for ten days 
induces dendritic hypertrophy in the BLA and increases anxiety levels (Mitra and 
Sapolsky, 2008). Thus, effects of chronic stress on anxiety seem to be mediated at 
least in part by a remodelling of dendritic arborisation in the BLA (Mitra and Sapolsky, 
2008). 
Excessive amygdalar activity, with or without presentation of emotional stimuli, 
has been described in patients suffering from social anxiety disorder (Birbaumer et 
al., 1998; Stein et al., 2002; Phan et al., 2006), posttraumatic stress disorder (Rauch 
et al., 2000; Shin et al., 2005), panic disorders, and generalised anxiety disorders 
(Thomas et al., 2001).  
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Taken together, clinical and preclinical studies highlight the amygdala as a 
major relay station for the regulation of anxiety levels, depending on environmental 
factors. Dysregulation of amygdalar activity leads to the development of anxiety 
disorders. In particular, the BLA appears to be an important nucleus because of its 
ability to integrate diverse stressful stimuli. Release of CRH and corticosteroids can 
alter synaptic strength and dendritic morphology within the BLA, thus leading to an 
enhanced excitability of pyramidal neurons. 
 
 
1.3 Animal models of human psychopathology 
 
In the last two decades, new brain imaging techniques have led to major 
advances in the understanding of psychiatric conditions (Stein et al., 2002; Anand 
and Shekhar, 2003; Stein et al., 2007). However, research on humans has, beside 
ethical reasons, been limited by numerous factors. In order to understand the 
mechanisms underlying such complex disorders, the use of animal models is 
indispensable.  
A variety of animal models have played an important role in the development 
of many widely used psychopharmacological treatments and strongly contributed to a 
better understanding of psychopathologies (McKinney, 2001). Nevertheless, many 
animal models also have certain disadvantages. There is no “perfect” animal model 
which recapitulates all aspects of a complex human disease such as mood disorders. 
Ideally, animal models should mimic the specific features experienced by patients 
with respect to etiology, symptomatology, treatment, and biological background 
(McKinney, 2001). An animal model must fulfil three main criteria in order to be 
considered a valid model. Construct validity (the causal conditions) and face validity 
(diagnosed symptoms) should be similar to those observed in patients, and predictive 
validity (pharmacological treatment of the animals should produce the same 
quantifiable effects as those seen in patients). 
There are numerous ways to induce psychopathological symptoms in rodents. 
Exposure of animals to certain environmental conditions, e.g. to a stressful or 
enriched environment, can modulate the stress response in a way that it mimics 
human stress-related pathologies (Schmidt et al., 2003; Weaver et al., 2004; Friske 
and Gammie, 2005; Schmidt et al., 2007; Touma et al., 2008). As an alternative to 
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transgenic animal models, selective breeding has found to be a strong tool to 
uncover the genetic background of mental disorders (Phillips et al., 2002; Swallow 
and Garland, 2005; Touma et al., 2008). In the selective breeding approach, 
individuals lying at the extremes of the response curve are selectively bred for their 
contrasting trait phenotypes for multiple generations (Liebsch et al., 1998b; Liebsch 
et al., 1998a; Kromer et al., 2005; Touma et al., 2008). This selective bidirectional 
breeding improves the frequency of genetic modifications related to a bidirectional 
shift in the animal’s trait phenotype from the mean of the strain (Kromer et al., 2005; 
Landgraf et al., 2007). Heritability features of the trait can be analysed and later 
generations can be evaluated on the basis of neurobiological correlates of the trait. 
Successfully developed examples of this selective breeding approach comprise mice 
and rats selected for extremes in anxiety-related behaviour, namely high anxiety-
related behaviour (HAB) and low anxiety-related behaviour (LAB) (Kromer et al., 
2005; Landgraf et al., 2007) 
 
 
1.3.1 An animal model of trait anxiety: The HAB/LAB mouse model 
 
One approach to better understand the neurobiological underpinning of 
anxiety-related behaviour is the development of a psychogenetically selected animal 
model, selected for trait anxiety. This model originates from one outbred rat or mouse 
strain selected over generations such that it is reliable, consistent and robust 
(Landgraf, 2003). 
For the high (HAB) and low (LAB) anxiety-related behaviour animal model, 
Wistar rats were bred and selected based on their anxiety phenotype on the elevated 
plus maze (EPM) (Landgraf and Wigger, 2002; Landgraf, 2003; Salomé et al., 2004; 
Landgraf et al., 2007). The EPM represent one of the most widely used behavioural 
tests to characterise anxiety levels in rodents and the anxiolytic or anxiogenic effects 
of drugs (Rodgers and Johnson, 1995; Hogg, 1996). This “approach-avoidance” 
behavioural paradigm relies on the observations that rats and mice show higher 
levels of exploration in enclosed alleys and avoid the open, non-protected arms of a 
maze (Pellow et al., 1985; Lister, 1987).  
After inbreeding for several generations, HAB and LAB lines exhibit stable 
bidirectional anxiety phenotypes, with HAB rats showing symptoms of pathological 
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anxiety (Liebsch et al., 1998b; Liebsch et al., 1998a; Landgraf and Wigger, 2002). 
These rats fulfill all three criteria of a valid animal model and display high genetic 
homogeneity. HAB animals allow the investigation of multiple genetic and 
environmental factors which contribute to trait anxiety. In order to reduce the possible 
influence of genetic drift and the concomitant risk of false associations between the 
gene of interest and a given phenotype, different sublines are evaluated at the same 
time (Kromer et al., 2005; Bunck et al., 2009).  
Although HAB/LAB rats represent a powerful tool for the investigation of 
behavioural and neuroendocrine features of trait anxiety, rats are limited in terms of 
investigations using molecular genetic approaches (Kromer et al., 2005). Genetic 
approaches are better realisable in the mouse, whose genome has been fully 
sequenced making the mouse a powerful model to uncover candidate genes and 
gene products underlying trait anxiety (Tarantino and Bucan, 2000). To exploit these 
advantages, a mouse model was developed based on CD1 strain mice, employing 
the same breeding paradigm as that described for HAB/LAB rats. This bidirectional 
breeding led to the creation of two inbred lines that, independent of gender, show 
extreme differences in trait anxiety phenotypes (Kromer et al., 2005). The HAB/LAB 
mouse model also exhibits differences in other metrics, including depression-like and 
explorative behaviours. HAB mice are not only more anxious on the EPM, compared 
to LAB mice, but also show less signs of risk assessment and emit more ultrasonic 
vocal calls (USV), measures associated with high anxiety levels (Kromer et al., 
2005). In the forced swim and the tail-suspension tests, HAB mice display higher 
scores of immobility than LAB mice, indicating increased depression-like behaviour 
(Kromer et al., 2005). The latter findings are consistent with the clinical observation of 
a comorbid appearance of anxiety disorders and depression. Furthermore, cognitive 
differences are observed between HAB/LAB mice. In the social discrimination test, 
HAB animals need a longer time to discriminate between a novel and a familiar 
ovariectomised female as LAB animals. In the Y-maze and the Morris water maze 
tests, similar cognitive differences can be found between mice of both groups 
(Bunck, 2008). Thus, the HAB/LAB mouse model serves as a good tool to investigate 
neurophysiological, genetic, and environmental factors.  
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2 Aim of the study 
 
Although it is obvious that the physiological architecture of neuronal networks 
and its modifications are essential for the brain to process incoming information and 
to control highly organised behaviour, the mechanisms which control anxiety are still 
poorly understood. The aim of this thesis was to uncover changes in the 
characteristics of neuronal networks that may contribute to abnormal anxiety states.  
 
This work addressed the following questions:  
 
a. Do HAB and LAB mice differ in terms of basal neurotransmission 
and/or plasticity at CA3-CA1 synapses in the ventral hippocampus? 
 
b. Is there a regional dissociation within the hippocampus (dorsal vs. 
ventral) in basal neurotransmission and/or plasticity at CA3-CA1 
synapses between HAB/LAB mice? 
 
c. Is the efficacy of evoked neuronal activity propagation through the 
amygdalar network different in HAB and LAB mice? 
 
d. Are environmental factors sufficiently strong to modulate the anxiety 
phenotype and the efficacy of neuronal activity propagation through 
the amygdala network in HAB/LAB animals? 
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3 Material & Methods 
 
3.1 Animals 
 
All animal lines, except for the HAB enriched environment mice (HAB E.E.), 
were housed in same sex groups ranging from two to five mice. The transparent 
polycarbonate cages (type 2 – macrolone, 25.5x19.5x13.8 cm) furnished with wood 
chip bedding and wood shaving nesting material (Product codes: LTE E-001 and 
NBS E-001, ABEDD-LAB and VET Service GmbH, Vienna, Austria) were kept at the 
animal facility of the Max Planck Institute of Psychiatry in Munich and maintained 
under standard laboratory conditions (light-dark cycle: 12 h, light on at 7:00 AM; 
temperature: 22 ± 1°C; relative humidity 55 ± 10%). Food and tap water were 
available ad libitum.  
The HAB E.E. animals, which were exposed to an environmental enrichment, 
were housed under conditions allowing increased stimuli interactions. The E.E. 
cages, constructed of a 85 x 75 x 20 cm transparent polycarbonate, contained the 
following enrichment items: polyvinyl chloride box; increased nesting material; the 
Mouse House a red transparent Perspex nest box; the Refuge, a plastic tubes tunnel 
system; and wooden toys. Nesting material was replaced weekly, whereas some of 
the enrichment items, such as the running wheels, were never removed. 
The data presented here were obtained from 8- to 12- week old male mice. 
Behavioural paradigms and electrophysiological experiments were separated in order 
to allow at least one week of intermittent recovery. 
 
 
3.2 Electrophysiology 
 
3.2.1 Preparation of brain slices 
 
The following slice preparation procedure was carried out between 6:00 and 
9:00 AM. The animals were anesthetised using isoflurane (Abbott Deutschland, 
Wiesbaden, Germany) and decapitated using an animal guillotine. All of the following 
steps were carried out in ice-cold artificial cerebrospinal fluid (ACSF) saturated with 
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carbogen (95% O2/5% CO2) The ACSF (pH 7.4) contained (in mM): NaCl, 125; KCl, 
2.5; NaHCO3, 25; NaH2PO4, 1.25; CaCl2, 2; MgCl2, 1; glucose, 25. The brain was 
rapidly removed from the cranial cavity and the frontal cortex and the cerebellum 
were dissected. The brain was then glued on the slicing stage with Histoacryl®. The 
slicing stage was immediately placed in the cutting dish of the vibratome (HM650V, 
Thermo Scientific). Depending on the kind of experiment, various types of slices were 
prepared:  
 
1) 400 µm coronal slices containing the amygdala (Rammes et al., 2000). 
2) 350 µm parasagittal slices containing the dorsal hippocampus (Eder et al., 
2003).  
3) 350 µm horizontal slices containing the ventral hippocampus. 
 
To clearly distinguish between the dorsal and the ventral part of the hippocampus, 
the brain was glued on the dorsal surface of the cortex and slices were obtained by 
cutting from the ventral to the dorsal axis. Brain slices, containing the structure were 
transferred into a storage glass vial filled with carbogenated ACSF. Slices were 
incubated for 30 min at 34°C and afterwards stored at room temperature (22-24°C) 
for at least 90 min. For patch-clamp recordings, slices were only incubated for 30 min 
at 34°C before the beginning of the experiment.  
 
 
3.2.2 Field excitatory postsynaptic potential (fEPSP) recording 
 
3.2.2.1 Equipment 
 
All electrophysiological recordings were performed on a steel plate platform 
mounted on a vibration-cushioned table (TMC, USA, Peabody; MA). In order to 
minimize extraneous electrical noise, a Faraday cage (TMC, USA, Peabody; MA) 
was placed around this steel plate platform. In the recording chamber, brain slices 
were permanently superfused with carbogenated ACSF via a peristaltic pump 
(Ismatec, Glattburg, Germany) with a constant flow of 3.5 ml/minute. A platinum 
frame covered with two nylon threads (“grid”) fixes the slice on the bottom of the 
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recording chamber. The stimulation and recording electrodes were positionned in the 
slice by means of micromanipulators. 
For stimulation, a custom-made bipolar tungsten electrode (insulated to the 
tips 50 µm diameter) was placed within the CA1 Stratum radiatum to stimulate the 
Schaffer collateral-commissural pathway (Figure 3-1). Recording electrodes were 
pulled from 1.5 mm diameter fibre-filled borosilicate glass pipettes (Harvard 
Apparatus, Edenbridge, Kent, UK) on a horizontal puller (DMZ Puller; Zeitz, 
Martinsried, Germany). The open tip resistance of these electrodes varied between 
0.7 and 1.1 MΩ. The electrodes were backfilled with ACSF. 
 
Stim Rec
 
 
Figure 3-1: Section of the mouse brain adapted from “The mouse brain” (G. Paxinos, 2008) 
Parasagital section of the mouse brain adapted from “The mouse brain” (G. Paxinos, 
2008). For field potential recordings, stimulus and recording electrodes were placed in 
the Stratum radiatum of the dorsal CA1 hippocampus subfield. CA1-3: Cornu 
ammonis; Rad: Stratum radiatum; SLu: Stratum lucidum; LMol: Stratum lacunosum 
moleculare; Mol: molecular layer of the Dentate gyrus; GrDG: granular layer of the 
Dentate gyrus; PoDG: Polymorphic layer of the Dentate gyrus.  
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3.2.2.2 Data recording 
 
An external stimulus generator (Npi electronic; Tamm, Germany) was 
triggered every 15 s by the Pulse software 8.0 (HEKA Elektronik; Lambrecht/ Pfals, 
Germany), through a digital/analog converter (HEKA Elektronik; Lambrecht/ Pfals, 
Germany). Square pulse electrical stimuli (50 µs pulse width, voltage stimulation) 
were applied to the neuronal tissue. The recorded field potentials were low-pass 
filtered at 1 kHz and digitised at 5 kHz (Figure 3-2). 
 
Carbogenated
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stimulus
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Amplifier
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Stimulation Recording
Carbogen 
gas 
 
Figure 3-2: Schematic illustration of the extracellular recording set-up 
 
 
3.2.2.3 Experimental protocols 
 
For each experiment in the hippocampus, the recordings were conducted in three 
steps: 
1) Basal neuro transmission at CA3-CA1 synapses was evaluated by 
means of input-output relationships. The input is defined as the 
amplitude of the fibre volley (Figure 3-3), representing the strength 
of action potential activity in the Schaffer collateral-commissural 
pathway. The stimulation intensity was adjusted in a manner to 
produce fibre volley amplitudes of approximately 20, 40, 80, 120 and 
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200µV. The amplitudes of the resultant fEPSPs, are defined as the 
output.  
2) Paired-pulse facilitation (PPF) was analysed. PPF was assessed 
using interstimulus intervals of 25, 50, 100, 200 and 400 ms. 
3) Long-term synaptic plasticity was investigated by evoking LTP by 
application of high-frequency stimulation (HFS, 100 Hz/1 s). For this 
purpose triggering device (Master-8; Uziel St., Jerusalem, Israel), 
connected to the external stimulator, was manually activated for the 
generation of the HFS. The amplitudes of the fEPSPs were 
normalised to the mean amplitude of the fEPSPs acquired of the last 
10 min of baseline recording.  
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Figure 3-3: Representative recording trace acquired during fEPSP recording in area CA1 of 
the hippocampus 
a) Stimulus artefact; b) Amplitude of the fibre volley; c) Amplitude of the fEPSP 
 
 
3.2.2.4 Data storage and analysis 
 
Recorded signals were stored on the hard disk of a power Macintosh 7100 
computer. Amplitudes of fEPSPs were analysed using the Pulse Software and 
macros written in Igor Pro (version 6.12a; WaveMetrics, Oregon, USA). SigmaStat 
3.5 (Statcon, Witzenhausen, Germany) was used for statistical analysis. 
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3.2.3 Patch clamp recordings 
 
Slices were placed in a submerged recording chamber and fixed with a grid. 
Slices were permanently superfused with carbogenated ACSF via a peristaltic pump 
(Ismatec, Glattburg, Germany) at a flow rate of 3.5 ml/ minute.  
Patch-clamp recordings were made from principal neurons of the BLA that 
were visually identified using an infrared videomicroscope (Zeiss Axioskop; Carl 
Zeiss, Munich, Germany). The enhanced visibility of neuronal structures reached in 
brain slices imaged with infrared light comes from the reduced dispersion of infrared 
light compared to visible light (Dodt and Zieglgansberger, 1990; Dodt, 1993). 
Neurons were selected depending on their appearance. Cells with a high contrast, a 
rough and angular appearance, and a visible nucleus were excluded. Only cells with 
smooth and soft-looking membranes, that could easily dimpled by the tip of the patch 
pipette, were selected for recordings. 
The recording chamber, the microscope, and the recording pipette were 
independently moved by means of three micromanipulators (Luigs and Neumann; 
Ratingen, Germany). 
 
 
3.2.3.1 Recording electrodes & data acquisition 
 
The recording electrodes were made in a two-step process. First, patch 
pipettes with an open tip resistance of 6 to 8 MΩ were pulled and subsequently heat-
polished. Both steps were carried out using a horizontal puller (DMZ Puller; Zeitz, 
Martinsried, Germany). The electrodes were backfilled with intracellular solution and 
placed in a pipette holder. An Ag/AgCl wire is required to provide electrical 
connection between the intracellular solution and a head-stage (SEC 10L NPI 
Electronic GmbH, Tamm, Germany). The head-stage serves as a first amplifying 
interface between the main amplifier and the recorded cell. The patch clamp amplifier 
contains the measuring and clamping circuitry, and in turn process the experimental 
commands, such as holding potential and voltage steps (Molleman, 2003). The 
amplifier, according to the principle of discontinuous single-electrode voltage clamp, 
periodically alternated between measuring the voltage and injection current. To 
provide commands and acquire data, electrical signals were low-pass filtered at 1 
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KHz and converted from analog to digital format, and vice versa. An analog/ digital 
digital/ analog interface (ITC 16; HEKA Elektronik Dr. Schulze GmbH, 
Lambrecht/Pfalz, Germany) digitalised the data with a sampling rate of 10 KHz. Data 
were recorded and stored with Pulse-software (version 8.5, HEKA Elektronik Dr 
Schulze GmbH) on a MacIntosh computer. 
 
 
3.2.3.2 Whole-cell recording 
 
One major factor to obtain a successful patch clamp recording is to reach the 
cell membrane without damage or contamination of the pipette by debris in the bath. 
To avoid such a contamination, a positive pressure was applied to the pipette 
through a syringe connected to a three-way-stopcock. The electrode was placed in 
the recording chamber by careful navigation with the micromanipulators. Once in the 
bath, the offset of the pipette was eliminated and secondly the resistance of the 
electrode was compensated. 
After choosing a cell in the BLA, the pipette tip was positioned close to the 
plasma membrane by visual control. The contact between the pipette’s tip and the 
cell should not traumatise the membrane of the neuron. In order to have the most 
optimal experimental conditions, the final approach was monitored on a high 
magnification camera. After removing the positive pressure, the plasma membrane 
and the tip of the pipette started to seal together. After reaching a resistance of 100 
MΩ, the amplifier was switched to the voltage clamp mode (holding potential of -70 
mV) to reach a resistance of at least 1 GΩ. This step is confirmed by the virtual 
absence of leak current between the tip of the electrode and the membrane fragment 
inside the pipette, as the result of the high resistance of the gigaseal. 
To achieve the whole-cell configuration, the patch of membrane under the 
pipette`s tip is broken by applying a small negative pressure. The intracellular 
solution of the pipette is then in direct contact with the cytoplasm, and dialysis of both 
solutions can take place. Before starting the recording, a resting period of 5 min was 
observed to allow the complete dialysis between the intracellular solution and the 
cytoplasm of the recorded cell.  
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3.2.3.3 Recording of GABAA receptor-mediated miniature inhibitory 
postsynaptic currents (mIPSCs) 
 
The pipette solution for GABAA receptor-mediated mIPSCs recordings was 
composed of (in mM): Cesiummethanesulfonat, 100; CsCl, 60; Lidocain N-Ethyl-
Chlorid, 5; Hepes, 10; EGTA, 0.2; MgCl2, 1; Mg-ATP, 1; Na3GTP, 0.3; pH 7.3. 
To isolate GABAA receptor-mediated mIPSCs, different blockers were added 
to the extracellular bath solution: D-AP5 (50 µM) to block NMDA receptors, NBQX (5 
µM) to block AMPA and kainate receptors, and TTX (1 µM) to block the voltage-gated 
sodium channels. Control experiments showed that the remaining postsynaptic 
currents are completely abolished after addition of the GABAA receptor antagonist 
bicuculline (10 µM), confirming that the recorded mIPSCs were mediated by GABAA 
receptors. 
 
 
3.2.3.4 Data analysis & statistics 
 
Only neurons with a resting membrane potential (RMP) between -60 and -75 
mV were analysed. Recordings showing changes in the access resistance by more 
than 15% were collected. GABAA receptor mediated mIPSCs were recorded for 15 
min and analysed using the Mini Analysis software (version 6.0.9; Synaptosoft Inc., 
Fort Lee, NJ, USA). The signal was separated from the noise by definition of a 
threshold: this threshold was set to five times of the mean square root of noise value. 
SigmaStat (version 3.5.; Systat Software, Inc., Point Richmond, CA, USA) was 
used for statistical analysis.  
 
 
3.3 Voltage-sensitive dye imaging (VSDI) 
 
3.3.1 Di-4-aminonaphtylethenylpyridinium (Di-4-ANEPPS) 
 
A stock solution (20.8 mM) of Di-4-ANEPPS (Sigma-Aldrich GmbH; Munich, 
Germany) was prepared in 100% DMSO and stored at -20ºC in 7.6 µl batches. The 
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ANEPP dyes were developed by Leslie Loew and colleagues (Fluhler et al., 1985). 
The maximum fluorescence excitation/emission wavelengths of di-4-ANEPPS are 
~475/617 nm. 
 
Figure 3-4: Chemical formula of Di-4-ANEPPS 
Di-4-ANEPPS was used for the VSDI recordings. 4: the number of carbons in each of 
the alkyl chains; ANE: aminonaphthethenyl; PS: propylsulfonate 
 
 
3.3.2 Preparation and staining of brain slices for VSDI recordings 
 
Coronal amygdalar slices (400 µm) were prepared as described in the 
paragraph 3.2.1. After 30 min of incubation at 34°C, the slices were stained with Di-4-
ANEPPS. Slices were submerged in carbogenated ACSF containing 7.5 µg/ml of the 
dye (< 0.1% DMSO) and incubated at room temperature (22-24°C) for 15 minutes. 
Following the staining procedure, slices were set aside in pure carbogenated ACSF 
for at least 30 min (von Wolff et al., 2011). 
 
 
3.3.3 VSDI equipment & data acquisition 
 
The MiCAM02 hard- and software package (BrainVision, Tokyo, Japan) was 
used for the VSDI recordings. The software triggered the MiCAM02 processing unit, 
which in turn was connected to a halogen lamp (Moritex, MHAB-150W), the shutter 
and the charge-coupled device (CCD) camera (MiCAM02-HR). For excitation of the 
dye, light was passed through green light filter (wavelength of ~475 nm), while 
emitted fluorescence was collected in the range of red light (wavelength of ~617 nm). 
The tandem-lens fluorescence microscope was equipped with the MiCAM02-HR 
camera and the 2X and 1X lens at the objective and condensing side, respectively.  
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Figure 3-5: Schematic illustration of the VSDI set-up adapted from Tominaga et al., (2000) 
 
Collected images were transmitted via the processing unit to the BrainVision 
software on the computer. Acquisition settings were as followed: 88x60 pixels frame 
size, 36.4x40.0 µm pixel size, and 2.2 ms sampling time. For each acquisition, 8 
images were recorded at intervals of 10 sec and averaged. To minimize noise during 
optical recordings, slices were superfused with carbogenated ACSF using a 
combination of gravity system (for influx) and a peristaltic pump (for outflow). That 
way, vibrations at the surface of the submerged slices were avoided. A bipolar 
platinum/ iridium cluster electrode (25 µm pole diameter; FHC, Bowdoinham, ME, 
USA) was used to evoke neuronal activity. The stimulus electrode was placed in the 
lateral amygdala, closed to the capsula externa (Figure 3-6). Square pulse electrical 
stimuli (200 µs pulse width, voltage stimulation) were applied to the neuronal tissue 
of three different intensities (10, 17.5, 25 Volt).  
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Figure 3-6: Coronal section of the mouse brain adapted from “The mouse brain” G. 
Paxinos, (2008) 
For VSDI recordings, the stimulus electrode was placed in the dorso-lateral part of the 
lateral amygdala. LaDL: lateral amygdaloid nucleus dorsolateral; BLA: basolateral 
amygdaloid nucleus anterior; CeL: central amygdaloid nucleus lateral division; CeC: 
central amygdaloid nucleus capsular division; CeMPV: central amygdaloid nucleus 
medial posteroventral division. 
 
 
3.3.4 Data processing & analysis 
 
The fractional change in fluorescence (ΔF/F) was calculated. For all 
recordings, ΔF/F values were temporally and spatially smoothed by a 3x3x3 average 
filter. For quantification of neuronal population activity propagation in amygdalar 
nuclei, three circular regions of interest (ROIs) were manually set according to 
anatomical landmarks. The first ROI (4 pixels radius) was placed in the LA between 
the stimulus electrode and the BLA. A second ROI (6 pixels radius) was placed in the 
BLA, ventral to the dorsolateral part of the LA and close to the medial division of the 
capsula externa. A third ROI (5 pixels radius) covered the CeA. (Figure 3-7, left 
panel; representative recording are depicted in the right panel). 
 
Stim 
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Figure 3-7: Regions of interest (ROIs) in the three amygdalar nuclei under investigation 
 
The average of smoothed ΔF/F values within a particular ROI served as final 
measure of neuronal population activity. For further analysis, the peak amplitude of 
the fast, depolarisation-mediated VSDI signal (FDS) was calculated (Figure 3-8). 
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Figure 3-8: Quantification of the fast, depolarisation-mediated VSDI signal 
To quantify the fast, depolarisation-mediated VSDI signal (FDS), the mean value of 
the background ΔF/F between 103.4-107.8 ms (blue box) was subtracted from the 
value of the peak ΔF/F (red arrow) 
 
 
3.3.5 Statistics 
 
The unpaired student t-test run in SigmaStat (version 3.5.; Systat Software, 
Inc., Point Richmond, CA, USA), was used for the statistical analysis. 
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4 Results 
 
4.1 HAB/LAB animal model 
 
4.1.1 Behavioural characterisation of the HAB/LAB mice 
 
All animals used in this study were tested on the elevated plus-maze (EPM) at 
the age of 7 weeks. Based on the results of this behavioural characterisation, 
animals were separated in different groups:  
 
   -HAB 
   -LAB 
   -Control CD1  
   -HAB E.E. 
   -HAB E.E. not responding to the enriched environment 
    (HAB E.E. n.r.) 
   -LAB exposed to chronic unpredictable stress 
     (LAB Str.) 
 
The behavioural phenotyping was performed by members of the RG Landgraf.  
 
The main criterion for the separation in the different anxiety phenotypes was 
the percentage of time spent on the open arms of the EPM. Animals spending less 
than 10% of the time on the open arms were defined as HAB mice (Figure 4-1). On 
the contrary, animals spending more than 70% of the time on the open arms were 
defined as LAB mice (Figure 4-1). CD1 mice were chosen as the control group 
(same genetic background) exhibiting intermediate percentage of time spent on the 
open arms (30-50%, Figure 4-1). 
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Figure 4-1: Anxiety-related behaviour on the elevated plus-maze (EPM) 
 The graph shows the percentage of time spent on the open arms of the EPM. HAB 
animals spent significantly less time on the open arms (9.7 ± 1.1%) than control CD1 
(37.8 ± 2.5%) and LAB (75.7 ± 3.2%) mice indicating the most anxious behaviour of all 
groups. Data are shown as mean ± SEM. nHAB = 7, nCD1 = 8, nLAB = 9; *** p < 0.001. 
 
 
 
4.1.2 Synaptic transmission and plasticity in the hippocampus of the 
HAB/LAB animals 
 
4.1.2.1 Ventral hippocampus 
 
There is increasing evidence that the hippocampus is not only involved in the 
formation of memories, but also plays a major role in sensory information processing 
and control of emotional-behaviour. The nature of the anatomical connections to and 
from the different parts along the septo-temporal axis, together with recent studies 
using selective lesions of the dorsal and ventral part of the hippocampus, point to the 
ventral part as an important area for the regulation of anxiety behaviour.  
Based on this evidence, the ventral hippocampus was chosen as the first 
target of investigation in this study. In order to uncover potential differences in 
glutamatergic synaptic transmission and plasticity between HAB and LAB animals, 
fEPSP recordings were performed in the ventral hippocampus. HAB animals showed 
a decrease in basal neuronal transmission at CA3-CA1 synapses compared to LAB 
animals (Figure 4-2a). On the contrary, the paired-pulse ratio (PPR) was not 
significantly different between the two groups, indicating that CA3-CA1 synapses in 
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HAB and LAB animals exhibit an identical probability of glutamate release (Figure 4-
2b). However, compared to the CD1 control mice, both HAB and LAB showed 
increased PPR, but no significant difference in the input-output relationship.  
 
 
 
Figure 4-2: Basal synaptic transmission and short-term plasticity at CA3-CA1 synapses in 
the ventral hippocampus 
(a) Input-output relationship: fEPSP amplitude is plotted as a function of the fiber 
volley amplitude. Basal synaptic transmission at CA3-CA1 synapses is decreased in 
HAB (red dots) compared to LAB (blue dots) animals. This relationship is not 
significantly different between HAB and LAB animals compared to the CD1 control 
(grey dots) counterparts. 
(b) Paired-pulse ratio (PPR): The PPR is significantly increased in LAB (blue dots) and 
HAB mice (red dots) compared to the CD1 control group (grey dots) at interstimulus 
intervals of 25, 50, 100, 200 and 400 ms. 
$: comparison of LAB and HAB animals. Data are all shown as mean ± SEM. nLAB = 
17, nCD1 = 18, nHAB = 21 ; * p < 0.05, ** p < 0.01, *** p < 0.001 
 
 
To test for potential differences in long-term synaptic plasticity, LTP was 
induced by high-frequency stimulation (HFS, 100 Hz/1 s) after 20 min of stable 
baseline recording. The results showed a significantly increased LTP in HAB 
compared to LAB and CD1 animals (LTP1: min 50-55, 49.11 ± 3.9 % in HAB vs. 
32.53 ± 3.7 % in LAB vs. 25.14 ± 1.8 % in CD1; LTP 2: min 85-90, 70.26 ± 6.3 % in 
HAB vs. 50.02 ± 6 % in LAB vs. 39.33 ± 3.3 % in CD1; Figure 4-3). 
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Figure 4-3: Long-term potentiation (LTP) at CA3-CA1 synapses in the ventral hippocampus 
of HAB, LAB, and CD1 animals 
(a) LTP at CA3-CA1 synapses is increased in HAB (red dots) compared to LAB (blue 
dots) and CD1 control animals (grey dots). After 20 min of baseline recording, high-
frequency stimulation (HFS, black arrow) was applied to the Schaffer collateral-
commissural pathway. Changes in synaptic strength were then monitored for 35 min 
before applying a second HFS. Data are normalised to the mean fEPSP amplitude of 
the last 10 min of baseline recording.  
(b) Statistical evaluation of the LTP experiment.  
Data are shown as mean ± SEM. nLAB= 17, nCD1 = 17, nHAB = 18; ** p < 0.01, 
*** p < 0.001. 
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4.1.2.2 Dorsal hippocampus 
 
Our previous findings for the ventral hippocampus raised the question whether 
similar differences between HAB and LAB mice can also be observed in the dorsal 
hippocampus. On that account we performed the same electrophysiological 
experiments in the dorsal CA1 subfield. 
HAB and LAB mice showed a weaker basal synaptic efficacy than CD1 mice. 
Contrary to the ventral hippocampus, no significant difference was found between 
HAB and LAB animals (Figure 4-4a). The PPR at the interstimulus intervals of 25, 50 
and 100 ms significantly differed between LAB and CD1 control animals. At an 
interstimulus interval of 400 ms, we also detected a difference between HAB and 
CD1 mice (Figure 4-4b). 
 
 
Figure 4-4: Basal synaptic transmission and short-term plasticity in the dorsal 
hippocampus 
(a) Input-Output relationship: fEPSP amplitude is plotted as a function of the fiber 
volley amplitude. The basal synaptic transmission at CA3-CA1 synapses is decreased 
in HAB (red dots) and LAB (blue dots) animals compared to the CD1 control (grey 
dots) counterparts. This relationship is not significantly different between HAB and 
LAB animals.  
(b) Paired-pulse ratio (PPR): The PPR is significantly reduced in LAB (blue dots) 
compared to the CD1 control group (grey dots) for interstimulus intervals 25, 50, 100, 
and 400 ms, indicating an increased release probability of glutamate at CA3-CA1 
synapses  
§: comparison between LAB and CD1 animals; * p<0.05, ** p< 0.01, *** p<0.001. For 
interstimulus interval 400 ms, PPR is also decreased in HAB compared to CD1 mice 
(# comparison between HAB and CD1 animals; ** p< 0.01). 
Data are shown as mean ± SEM. nLAB = 17, nCD1 = 18, nHAB = 21 
 
 
In the LTP experiments, we obtained opposite results as in the ventral 
hippocampus. In slices from HAB animals the magnitude of LTP was significantly 
lower than in slices from LAB and CD1 control animals (LTP1: min 50-55, 22.50 ± 2.2 
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% in HAB vs. 34.41 ± 3.3 % in LAB vs. 38.76 ± 3.1 % in CD1; LTP2: min 85-90 in 
HAB vs. 55.35 ± 5.6 % in LAB vs. 53.76 ± 4.7% in CD1; Figure 4-5). 
 
 
Figure 4-5: Long-term potentiation (LTP) at CA3-CA1 synapses in the dorsal hippocampus 
of HAB, LAB, and CD1 animals 
(a) LTP at CA3-CA1 synapses is reduced in HAB (red dots) compared to LAB (blue 
dots) and CD1 control animals (grey dots). After 20 min of baseline recording, high-
frequency stimulation (HFS, black arrow) was applied to the Schaffer collateral-
commissural pathway. Changes in synaptic strength were then monitored for 35 min. 
Data are normalised to minutes the mean fEPSP amplitude of the last 10 min of 
baseline recordigs.  
(b) Statistical evaluation of the LTP experiment. 
Data are shown as mean ± SEM. nLAB = 17, nCD1 = 17, nHAB = 18; ** p < 0.01, 
*** p < 0.001 
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4.1.3 Investigation of amygdalar network features 
 
4.1.3.1 Neuronal network activation and VSDI recordings 
 
Based on the observation that patients with generalised anxiety disorder 
exhibit abnormal neuronal activity in the amygdala and due to the fact that this limbic 
structure plays a crucial role in the regulation of anxiety states, we considered that 
differences in neuronal activity propagation through the amygdalar network might be 
causally related to different anxiety phenotypes. 
We first established an in vitro assay allowing a quantitative imaging of evoked 
neuronal activity propagation through important amygdalar subfields. Electrical 
stimuli (10, 17.5 and 25 V) were applied to the dorsal part of the LA to elicit a fast, 
depolarisation-mediated VSDI signal (FDS) propagating through the LA, the BLA and 
the CeA. The FDSs in these amygdalar subregions were strong enough for a clear 
discrimination from the background noise and could be enhanced by increasing the 
stimulus intensity indicating that they were not saturated (Figure 4-6).  
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Figure 4-6: Voltage-sensitive dye imaging (VSDI) of neuronal activity propagation through 
the amygdalar network 
(a) Representative filmstrip showing the propagation of an evoked fast, depolarisation-
mediated VSDI signal (FDS) after electrical stimulation (25 V). The white circles 
illustrate the regions of interest (ROIs) used for the calculation of neuronal activity 
within the three amygdalar subnuclei. The position of the stimulus electrode is given 
by the white arrow. Changes in neuronal activity are reflected by the fractional change 
in fluorescence (ΔF/F). Warmer colours indicate stronger neuronal activity. 
(b) Relationship between stimulation intensity and FDS peak amplitudes in the LA, 
BLA, and CeA of slices obtained from HAB and LAB mice. Note the linear relationship 
between the stimulation intensity and FDS peak amplitudes in both groups. 
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In order to further characterise the FDS, a series of pharmacological 
experiments was performed. The FDSs, which reflect action potentials as well as 
excitatory postsynaptic potentials (von Wolff et al., 2011), were strongly diminished 
by the glutamate receptor antagonist AP5 [50 µM) and NBQX (5 µM) and completely 
abolished by the voltage-gated sodium channel blocker TTX (1µM) (Figure 4-7). 
 
 
 
Figure 4-7: Pharmacological characterisation of fast, depolarisation-mediated imaging 
signals (FDSs) in the amygdala 
 Acquisitions were made at intervals of 5 min. Data are normalised to the mean value 
of the fractional change in fluorescence (ΔF/F) of the VSDI recordings during baseline 
conditions. Time courses of experiments depicted for the LA, BLA and CeA. Bath 
application of the ionotropic glutamate receptor antagonists NBQX and AP5 at 
maximal effective concentrations strongly reduced the FDSs in the LA, BLA, and CeA. 
Coapplication of the voltage-gated sodium channel blocker TTX at a maximal effective 
concentration fully abolished the caused FDSs in all three subnuclei of the amygdala.  
 
An antagonism of GABAA receptors with bicuculline (Bic.; 10µM) induced an 
increase in the FDS peak amplitude, indicating that the FDS signal also comprises a 
GABAergic component. The FDS peak amplitude of the BLA nucleus shows a 
stronger increase after bicucullin application compared to the enhancement of the 
FDS peak amplitude in LA and CeA, indicating a higher density of interneurons within 
the BLA compared to the LA and CeA (Figure 4-8).  
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Figure 4-8: Pharmacological characterisation of fast, depolarisation-mediated imaging 
signals (FDSs) in the amygdala 
Bath application of the GABAA receptor antagonist bicuculline (Bic) increased the FDS 
peak amplitude in the LA, BLA, and CeA (LA: 56.8 ± 5.6%, BLA: 90.2 ± 9.5%, CeA 
49.2 ± 6.3%) 
 
For a quantitative analysis of neuronal activity flow through the amygdalar 
network, ratios of FDS peak amplitudes, serving as a kind of Input-output 
relationship, were calculated (BLA/LA and CeA/LA). These ratios did not significantly 
differ for the three stimulation intensities. Therefore, we calculated average ratios 
over the three stimulation intensities (Figure 4-9). 
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Figure 4-9: Ratios of FDS peak amplitudes (BLA/LA and CeA/LA) for the different stimulus 
intensities 
 
 
HAB animals showed significantly higher BLA/LA and CeA/LA ratios of FDS 
peak amplitudes than LAB and CD1 control mice (HAB; BLA/LA: 0.47 ± 0.01 & 
CeA/LA: 0.31 ± 0.03 vs. LAB; BLA/LA: 0.36 ± 0.02 & CeA/LA: 0.17 ± 0.01 vs. CD1; 
BLA/LA 0.35 ± 0.02 & CeA/LA: 0.22 ± 0.01, Figure 4-10). LAB animals did not show 
a significant difference in the BLA/LA ratio but a lower CeA/LA ratio compared to the 
CD1 mice.  
 
 
Figure 4-10: Ratio of neuronal activity in the amygdala 
VSDI reveals differences in evoked neuronal activity propagation through the 
amygdalar network between HAB, CD1, and LAB mice. 
Data are shown as mean ± SEM. nHAB = 13, nCD1 = 16, nLAB = 12; * p<0.05, ** p < 0.01, 
and *** p < 0.001. 
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Numerous studies provide strong evidence for a link between anxiety levels, stress, 
and amygdalar network activity. Stress hormones increase anxiety concomitantly 
with an enhancement in neuronal network activity in the amygdala, whereas the 
exposure to an enriched environment reduces anxiety, indicating an anxiolytic effect 
of the environmental enrichment. It thus appears of high importance to investigate 
potential relationships between environment, neuronal activity in the amygdala and 
anxiety levels. On that account, HAB mice were housed in an enriched environment 
(HAB E.E.) and LAB mice exposed to chronic unpredictable stressful conditions (LAB 
Str.). These environmental changes indeed affected anxiety-like behaviour in both 
groups (Figure 4-11). 
 
 
 
Figure 4-11: Effects of environmental alterations on anxiety levels on the EPM 
(a) Effect of enriched environment on anxiety in HAB mice. Enrichment of the 
environment induced an anxiolytic effect in HAB mice. Note the still significant 
difference existing between HAB E.E and CD1 mice. 
(b) Effect of chronic unpredictable stress on anxiety in LAB mice. The stress caused 
an anxiogenic effect in LAB mice.  
Data are shown as mean ± SEM. nHAB = 7, nHAB E.E. = 14, nCD1 = 8, nLAB = 9, nLAB Str. = 7; 
*** p < 0.001. 
 
 
Next, we investigated whether observed effects of stress and enrichment on 
anxiety-related behaviour are reflected in changes in the BLA/LA and CeA/LA ratios. 
In fact, in slices obtained from HAB E.E. mice, we observed significantly lower 
BLA/LA and CeA/LA ratios than in slices prepared from HAB animals. As for the 
behavioural measurements, HAB E.E. mid displayed a phenotype between the HAB 
and CD1 group with respect to the BLA/LA ratio. This was, however, not the cause 
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for the CeA/LA ratio (HAB; BLA/LA: 0.47 ± 0.01 & CeA/LA: 0.31 ± 0.03 vs. HAB E.E; 
BLA/LA: 0.39 ± 0.02 & CeA/LA: 0.18 ± 0.01 vs. CD1; BLA/LA: 0.35 ± 0.02 & CeA/LA: 
0.22 ± 0.01, Figure 4-12). 
 
Figure 4-12: Effects of environmental enrichment on amygdalar network activity in HAB 
animals 
Data are shown as mean ± SEM. nHAB = 13, nHAB E.E. = 25, nCD1 = 16; *** p < 0.001. 
 
 
 
However, the anxiolytic effect of environmental enrichment can not be 
observed in all animals which are exposed to enriched conditions. Therefore, a new 
group was created, consisting of animals which were not responding to the 
environmental enrichment (HAB E.E.n.r.). Animals of the HAB E.E.n.r. group show 
no decrease in anxiety levels indicated by the time that these animals spent in the 
open arms of the EPM (HAB: 9.68 ± 1.2%, HAB E.E.: 19.23 ± 2.5%.; HAB E.E.n.r.: 
9.22 ± 2.8% Figure 4-13). In these animals, the BLA/LA ratio was not significantly 
different to the animals of the HAB and HAB E.E. group. This was also the case for 
the CeA/LA ratio (HAB; BLA/LA: 0.47 ± 0.01 & CeA/LA: 0.31 ± 0.03 vs. HAB E.E; 
BLA/LA: 0.39 ± 0.02 & CeA/LA: 0.18 ± 0.01 vs. HAB E.E.n.r.; BLA/LA 0.45 ± 0.03 & 
CeA/LA: 0.27 ± 0.03, Figure 4-13). 
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Figure 4-13: Characterisation of anxiety levels and amygdalar network activity in animals 
insensitive to enriched environment (HAB E.E.n.r) 
(a) Anxiety-related behaviour on the EPM.  
(b) Neuronal activity propagation in the amygdala  
Data are shown as mean ± SEM. nHAB = 7, nHAB E.E.n.r. = 6, nHAB E.E. = 14;* p < 0.05, 
** p < 0.01, *** p < 0.001  
 
An opposite environmental modulation of anxiety-related behaviour could be 
observed in LAB mice exposed to chronic unpredictable stress. The time that LAB 
Str. animals spent on the open arms of the EPM was significantly reduced compared 
to LAB mice (Figure 4-14), indicating an anxiogenic effect of the stress. The BLA/LA 
ratio was significantly higher than measured in the animals of the LAB and CD1 
group. This was, however, not the case for the CeA/LA ratio (LAB; BLA/LA: 0.36 ± 
0.02 & CeA/LA: 0.17 ± 0.01 vs. LAB Str.; BLA/LA: 0.51 ± 0.06 & CeA/LA: 0.22 ± 0.02 
vs. CD1 BLA/LA: 0.35 ± 0.02 & Ce/LA: 0.22 ± 0.01, Figure 4-14). 
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Figure 4-14: Effects of chronic unpredictable stress on amygdalar network activity in LAB 
animals 
Data are shown as mean ± SEM. nLAB = 9, nLAB Str. = 7, nCD1 = 16; * p < 0.05.  
 
 
Up to here, I show that there is a clear correlation between the strength of 
anxiety-related behaviour on the EPM and the magnitude of evoked neuronal activity 
propagation from the LA to the CeA. As a final step in data analysis, I therefore 
plotted the values of time on open arms as measured in all mice in the study, against 
the respective CeA/LA ratio. This preceding confirmed a relationship between anxiety 
levels and the neuronal network dynamics investigated in the amygdala (Figure 4-
15). 
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Figure 4-15: VSDI revealed a statistically significant correlation between anxiety phenotypes 
in mice and neuronal activity propagation in the amygdalar network 
 
 
4.1.3.2 Investigation of GABAergic neurotransmission in BLA neurons of 
HAB and LAB mice 
 
There is evidence for an altered GABAergic inhibitory control of amygdalar 
activity in anxiety disorders (Millan, 2003). Benzodiazepines, the most frequently 
clinically used anxiolytic drugs, exert their effects through the modulation of GABAA 
receptors (Nemeroff, 2003). In addition, changes in GABAA receptor expression were 
observed in the limbic system of patients suffering from panic disorder by [14C] 
flumazenil positron emission tomography (Hasler et al., 2008). Alterations in 
GABAergic neurotransmission in the amygdala do not only modulate fear and anxiety 
under non-pathological conditions, but also predispose individuals to pathological 
trait anxiety (Shen et al., 2010). Therefore, experiments were performed to test for 
potential differences in GABAergic inhibition in the BLA of HAB and LAB animals. For 
this purpose, recordings of GABAA receptor-mediated miniature inhibitory 
postsynaptic currents (mIPSCs) were conducted in principal BLA neurons. These 
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recordings did not reveal differences in the frequency or amplitude of mIPSCs 
between HAB and LAB animals (HAB mean frequency: 1.56 ± 0.2 Hz vs. LAB mean 
frequency: 1.76 ± 0.2 Hz; HAB mean amplitude: 13.54 ± 0.7 pA vs. LAB mean 
amplitude: 12.92 ± 0.5 pA, Figure 4-16). 
 
 
Figure 4-16: Comparison of the amplitude and frequency of mIPSCs in BLA principal 
neurons between HAB and LAB mice 
Representative recordings traces.  
Amplitude and frequency analysis of mIPSCs in HAB and LAB mice.  
Data are shown as mean ± SEM. nLAB = 26, nHAB = 38 
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5 Discussion 
 
5.1 Striking variations in the expression of long-term potentiation 
along the septotemporal axis of the hippocampus between 
animals of the HAB/LAB mouse model 
 
 
Using acute brain slices, I investigated basal neurotransmission and plasticity at 
CA3-CA1 synapses along the septotemporal axis of the hippocampus in HAB, LAB 
and CD1 mice. Anxiety disorders, as well as other stress related brain disorders, 
frequently result from a dysregulation of the amygdala and HPA axis. Thus, it is of 
particular important to understand how the hippocampus regulates the activity of 
these two neuronal systems. The present study revealed that basal neuro-
transmission at CA3-CA1 synapses in the dorsal hippocampus (DH) is weaker in 
HAB and LAB animals compared to CD1 mice, without a significant difference 
between HAB and LAB animals. Also paired-pulse facilitation was not different 
between HAB and LAB mice. In the ventral hippocampus (VH), LAB animals showed 
a stronger synaptic transmission compared to HAB animals. The paired-pulse ratio, 
however did not point to difference in the probability of glutamate release between 
the two groups.  
It has been shown that stress can affect several brain functions, including 
synaptic transmission and plasticity (such as LTP) (Kim and Yoon, 1998; Garcia, 
2002; Kim et al., 2006). For example, CA1 LTP induction is impaired in rats exposed 
to stress, such as an inescapable foot-shock (Foy et al., 1987; Shors et al., 1989). 
This effect of stress on hippocampal plasticity has been postulated to be mediated by 
the release of high doses of corticosterone. Indeed, administration of corticosterone 
either in vivo, controlled by implanting corticosterone pellets in adrenalectomised rats 
(Diamond et al., 1992), or in vitro (Pavlides et al., 1996; Alfarez et al., 2002) 
produced the same impairment of LTP. However, recent studies indicate that the 
corticosterone effect on LTP is more complex than originally believed. These studies 
show that animals exposed to stressful conditions display a decrease in the 
magnitude of LTP at the CA3-CA1 synapses in the DH (Yang et al., 2004). In 
contrast, LTP in the VH of stressed animals is markedly enhanced (Maggio and 
Segal, 2007a, b, 2010, 2011). 
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The latter results obtained after acute stress exposure are similar to the here 
presented findings in the HAB/LAB mouse model, supporting the idea of a functional 
differentiation between the DH and the VH. This idea was first described after lesion 
studies. Lesions of the DH impair cognitive performances whereas lesions of the VH 
affect emotional processes (Kjelstrup et al., 2002). The importance of a regulation of 
amygdala and HPA axis activity by the VH has been well established over the last 
decade (Degroot and Treit, 2004). Thus, the increased anxiety levels in HAB mice 
could result, at least in part, from the enhancement of LTP in the VH, providing 
stronger excitatory input to the amygdala, leading to an “overactivation” of this brain 
structure.  
Possible explanation for the decreased LTP in the DH and increased LTP in the 
VH of HAB mice is an asymmetrical expression of corticosteroid receptors along the 
septotemporal axis. Corticosterone mediates its effects through the activation of two 
types of receptors, the mineralocorticoid (MR) and the glucocorticoid (GR) receptors 
(de Kloet et al., 2005). The original view was that both types of receptors act as 
nuclear transcription factors, modifying protein synthesis and, therefore, producing 
slow, long-lasting changes in the functioning of neurons (de Kloet et al., 1993; Joels, 
1999, 2001). However, recent findings point to a localisation of MR and GR also in 
the plasma membrane (Maggio and Segal, 2010; Groeneweg et al., 2011). These 
membrane-bound MRs and GRs induce fast, non-genomic effects, such as a 
modulation of ionic conductances. This can lead to changes in the excitability of 
neurons (Karst et al., 2005; de Kloet et al., 2008). 
In a recent study, Maggio and Segal described a differential effect of 
corticosterone on IPSCs in the DH and VH inherited from differential expression of 
corticosteroid receptors in these hippocampal regions. In the DH, corticoterone 
increased the amplitude of IPSCs in CA1 pyramidal cells by approximately 60% 
(Maggio and Segal, 2009). This effect is mediated by GR since it is completely 
abolished by specific GR antagonist RU38486 (mifepristone) (Avital et al., 2006). The 
increase in GABAergic inhibition should hyperpolarise CA1 pyramidal neurons, thus 
possible impairing induction of CA1-LTP.  
On the contrary, corticosterone decreases the frequency of mIPSCs in CA1 
pyramidal neurons of the VH, suggesting a reduction in inhibitory inputs to these 
cells. This decrease in inhibition could facilitate CA1 LTP induction. Another study 
shows similar results. In this work, physiological concentrations of corticosteron 
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enhance LTP in the VH through the activation of MRs. This effect could be blocked 
by the MR antagonist spironolactone (Avital et al., 2006; Maggio and Segal, 2010). 
These results are supported by a recent publications demonstrating that GRs and 
MRs are differentially expressed along the septotemporal axis of the hippocampus. 
The VH is enriched in MRs, whereas the DH contains more GRs (Robertson et al., 
2005).  
Although all of the above mentioned effects of corticosterone were observed 
after acute stress, they may also underlie the electrophysiological alterations here 
observed in HAB mice. It would be necessary to investigate whether a selective GR 
antagonist is able to block the impairment of LTP in the DH of HAB animals. The 
enhancement of LTP in the VH, however, should be reversed by application of a 
selective MR antagonist. In this context, it appears also important to study the 
expression of GRs and MRs in the hippocampus of HAB and CD1 control animals. 
This could be done by Western blot analysis and/ or in situ hybridization. Since the 
HAB/LAB mouse model is based on inborn trait anxiety, it also would be interesting 
to examine effects of a chronic treatment with a MR antagonist on anxiety levels in 
HAB mice. That way, one could get important hints for an involvement of the VH in 
high anxious behaviour. 
 Our data clearly show an enhancement of LTP in the VH and an impairment of 
LTP in the DH in HAB mice compared to control CD1 animals. Reduced DH LTP and 
simultaneously enhanced VH LTP could at the same time suppress the cognitive 
route of the hippocampus to cortical structures (e.g. cingulated and prefrontal cortex), 
and enhance the emotional route of the VH to the amygdala. This may explain why 
patients suffering from mood/stress-disorders often show an exaggeration of 
acquired fear responses as well as enhanced activity levels in the amygdala that is 
accompanied by a suppression of prefrontal cortical functions (Rauch et al., 2006; 
Milad et al., 2009). 
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Figure 5-1: Schematic diagram of proposed mechanism by which corticosterone could 
differently modulate LTP in the dorsal (DH) and ventral hippocampus (VH) 
 In the DH, activation of membrane-located GRs increases IPSCs amplitude and 
frequency. This leads to a hyperpolarisation of the cell membrane impairing induction 
of LTP. In the VH, activation of membrane-located MRs reduces IPSCs frequency, 
leading to an increased excitability of neurons which could favour LTP induction. 
Adapted from Maggio and Segal (2010). 
 
 
5.2 Correlations between neuronal activity propagation through the 
amygdala network and anxiety phenotypes in the HAB/LAB 
mouse model 
 
Understanding the contribution of neuronal network activity to the development 
of certain behavioural patterns could improve the ability to design more effective 
therapeutic approaches to treat affective and stress-related disorders. The present 
study demonstrates a correlation between neuronal activity flow through the 
amygdala and anxious behaviour, which appears not to be mediated by differences 
in GABAergic synaptic transmission. Another important finding is that anxiety levels 
can be modulated by alteration in environmental conditions, leading to a down- or up-
regulation of the amygdala network activity studied. Exposure of animals to an 
environmental enrichment exerts an anxiolytic effect, which is associated with 
decreased activity propagation through the amygdalar network. On the contrary, 
chronic unpredictable stress induces an anxiogenic effect, correlated with stronger 
neuronal activity propagation. Based on the existing literature, it is likely that changes 
in the CRH system represent the mechanism underlying the environmentally induced 
alterations in neuronal network activity. 
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 The unique anatomical circuitry of the amygdala has repeatedly been shown, 
in both animal and human studies, to be crucial for the regulation of anxiety 
responses (Pesold and Treit, 1995; LeDoux, 2000; Rauch et al., 2000; Stein et al., 
2002; Anand and Shekhar, 2003; Phan et al., 2006; Siegle et al., 2007; Stein et al., 
2007). Different lines of evidence corroborate that glutamatergic excitation and 
GABAergic feed-forward inhibition are in a sensitive equilibrium in order to 
appropriately regulate anxiety states. It is widely accepted that an enhancement in 
GABAergic feed-forward inhibition in the different amygdalar nuclei leads to an 
anxiolytic effect. Application of glutamate receptor antagonists into the BLA reduces 
anxious behaviour (Kim et al., 1993; Davis et al., 1994; Sajdyk and Shekhar, 1997). 
The BLA is under tonic GABAergic inhibition and a blockade of this inhibition causes 
increased anxiety levels, conditioned avoidance, and sympathetically mediated 
cardiovascular activation (Davis et al., 1994; Shekhar et al., 2003). Excitation of BLA 
neurons via stress-mediated CRH release enhances anxiety (Shekhar et al., 2003). 
All these studies point to the BLA as a regulatory subnucleus, which significantly 
contributes to the modulation of anxiety, autonomic responses, and the development 
of anxiety disorders.  
 In order to address the question if there are differences in amygdalar network 
activity between HAB, LAB, and control CD1 mice, I employed the VSDI technique 
for the experiments. The high temporal and spatial resolution of this method allows 
the propagation of evoked neuronal activity through the whole amygdalar network to 
be studied. We calculated ratios of neuronal activity between the main input area 
(LA) and two important output regions, namely the CeA and the BLA. These ratios 
gave us the ability to form a kind of input-output relationship of the amygdala. The 
main emphasis was to characterise circuit dynamics at the whole network level. In 
order to analyse “pathological modifications”, it is particularly important to understand 
how the activation of a complete brain “module” can lead to an altered behavioural 
outcome. Therefore, it is essential to not only analyse the characteristics of single 
neurons, but also the “whole aggregate response”, which is the result of complex 
cellular interactions within the neuronal network (Figure 5-2). 
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Figure 5-2: Schematic diagram of principal connections within the three main areas of the 
amygdaloid complex based on in vitro electrophysiological recording and 
anatomical data 
Many other connections, mostly subcortical projections, are not depicted to simplify 
the illustration. It is important to characterise the whole network response, in order to 
understand the contribution of a particular brain area to the formation of complex 
behavioural patterns. Therefore, the focus of this study was not only directed to single 
synapses or a certain neuronal population, but also to the whole amygdala. Adapted 
from Davis et al. (1994). 
 
The data presented here indicate that different anxiety levels can correlate 
with differences in the effectiveness of neuronal activity propagation through the 
amygdalar network. HAB animals which spent the shortest time on the open arms of 
the EPM, showed the highest BLA/LA and CeA/LA ratios. In contrast, LAB mice 
which spent the longest time on the open arms of the EPM, displayed no significant 
differences in the BLA/LA ratio compared to CD1 animals, but a reduction in the 
CeA/LA ratio. According to these results, it is clear that there are differences in 
intrinsic amygdalar network features between HAB, LAB and CD1 mice. 
To investigate whether the differences in amygdalar network characteristics in 
the HAB/LAB mouse model might come from changes in GABAergic 
neurotransmission, I performed mIPSCs recordings in principal BLA neurons. The 
analysis of the amplitude and the frequency of the mIPSCs, however did not provide 
evidences for such alterations. 
The enhanced activity propagation within the amygdala of HAB animals could 
contribute to the development of the high anxious behavioural phenotype. 
Considering the anatomical connections of the CeA with brain structures such as the 
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hypothalamus or the locus coeruleus (Davis et al., 1994), increased amygdala 
innervation of these structures may lead to the physiological concomitant effects of 
anxiety (sympathetic activation, increased respiration, activation of the HPA axis; 
Figure 5-3). 
 
 
Figure 5-3: Description of selected efferences of the central nucleus of the amygdala to 
hypothalamic and brainstem regions 
Possible contribution of these connections to specific behavioural characteristics of 
anxiety. Adapted from Davis et al. (1994). 
 
 
A key question of this study was whether manipulations of environmental 
conditions can modify innate anxiety and amygdalar network activity. Answering this 
question is of particular interest, since a huge body of evidence indicates that the 
interaction between environmental parameters and genetic factors plays a critical 
role in the pathogenesis of stress-related mental disorders (Sztainberg et al., 2010). 
It has been shown that physiological and psychological health can benefit from 
environmental stimulation (Fox et al., 2006). Animals which maintained under 
enriched environment (E.E.), exhibit reduced levels of emotionality-related responses 
such as defecation, freezing, and anxiety (Chamove, 1989; Benaroya-Milshtein et al., 
2004). 
An anxiolytic effect of E.E. was tested on the EPM. HAB E.E. mice spent 
significantly more time on the open arms corroborating the anxiolytic effect of 
environmental stimulation. This anxiolytic effect was accompanied by a reduction of 
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the BLA/LA and CeA/LA activity ratios. Not all HAB E.E. animals responded to the 
environmental enrichment. These non-responders also did not show changes in 
BLA/LA and CeA/LA activity ratios. This suggests that the decrease in the activity 
propagation within the amygdala is causally linked to the anxiolytic effect of the E.E..  
The molecular mechanisms underlying the effects of E.E. have been the focus 
of many studies investigating memory formation and neurological disorders 
(Nithianantharajah and Hannan, 2006). Concerning the anxiolytic effect of E.E., it has 
been hypothesised that E.E. causes an increase in the expression of glucocorticoid 
receptors in the hippocampus (Mohammed et al., 1993; Olsson et al., 1994), which 
enhances glucocorticoid sensitivity and, thus, negative feedback from the 
hippocampus to the HPA axis (Fox et al., 2006; Sztainberg et al., 2010). 
Furthermore, the anxiolytic effect of E.E. has been reported to be associated with a 
reduction in CRHR1 mRNA expression in the BLA (Sztainberg et al., 2010). These 
findings are in line with an other study showing that chronic administration of the 
benzodiazepine alprazolam decreases CRHR1 mRNA expression in the BLA 
(Skelton et al., 2000). Moreover, the anxiogenic action produced by CRH in rats is 
most likely mediated via activation of CRHR1 (Heinrichs et al., 1997; Sajdyk et al., 
1999; Rainnie et al., 2004; Shekhar et al., 2005). 
Prolonged exposure to stressful conditions leads to behavioural abnormalities 
inducing cognitive impairments as well as affective disorders. Early studies on the 
effects of stress demonstrated that changes in the amygdala are more likely to be 
responsible for the affective aspects of stress-related disorders (Vyas et al., 2004). 
The amygdala is crucially involved in emotional learning and represents a critical part 
of the neural circuitry which regulates stress response and anxiety (Vyas et al., 
2004). In the present study, LAB animals exposed to chronic unpredictable stress 
(LAB Str.) confirm the anxiogenic effect of some stressful conditions. LAB Str. 
animals exhibited a stronger anxious behaviour then LAB animals, as revealed by 
behavioural testing on the EPM. These animals showed a significant increase in the 
BLA/LA activity ratio. This finding is in line with results from other studies 
demonstrating that chronic stress exposure can cause dendritic hypertrophy in the 
BLA, leading to an enhanced anxiety-like behaviour (Vyas et al., 2003). Two hours of 
immobilisation stress per day repeated for 10 consecutive days increase anxiety 
levels and dendritic growth in the BLA. The latter effect is accompanied by a robust 
increase in spine density across primary and secondary dendrites of BLA spiny 
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neurons (Mitra et al., 2005). Hence, the higher BLA/LA ratio in LAB Str. animals 
compared to the LAB counterparts could be caused by a stress-induced neuronal 
remodelling in the amygdala involving an increased spinogenesis (Mitra et al., 2005).  
Although various neurotransmitter and peptide systems have been implicated 
in the regulation of the stress response, the CRH system seems to play an 
outstanding role in the control of biological cascades during stressful conditions (Vale 
et al., 1981; Rivier and Vale, 1983; de Kloet et al., 2005). Dysregulation of CRH-
mediated stress responses can lead to the development of physiological and 
psychological effects and many studies have linked chronic hyperactivation of the 
CRH-system to stress-related emotional diseases such as depression and anxiety 
disorders (Holsboer, 1999a; Zorrilla and Koob, 2004; de Kloet et al., 2005; McEwen, 
2005; Holsboer and Ising, 2008). Data from studies using animal models indicate 
anxiogenic-like behavioural effects after CRH administration and an anxiolytic-like 
impact of selective CRHR1 antagonists. These findings, point to an important role of 
CRH in the pathophysiology of anxiety disorders (Holsboer, 1999a; Zorrilla and Koob, 
2004; de Kloet et al., 2005; McEwen, 2005; Holsboer and Ising, 2008). Several 
anatomical and behavioural studies could show that the BLA is strongly involved in 
CRH-induced anxiety-related physiological and behavioural responses. 
Administration of CRH into the BLA induces a dose-dependent and long-lasting 
anxiety-like response, mediated through the CRHR1 (Gehlert et al., 2005). Contrary 
knockdown of CRHR1 in the BLA provided an anxiolytic-like phenotype (Sztainberg 
et al., 2010).  
Environmental factors could exert their anxiolytic or anxiogenic effect through 
a modulation of the CRH system. Innate differences in the CRH system in HAB and 
LAB animals might thus contribute to the different anxiety phenotypes. In a previous 
study performed in brain slices (Avrabos, 2008), CRH (125 nM) caused a stronger 
increase in the excitability of BLA neurons in HAB mice compared to LAB animals. 
This difference in CRH sensitivity between HAB and LAB mice might result from a 
difference in the CRHR1 density, with HAB animals having a higher expression rate 
of CRHR1 in BLA neurons. Chronic hyperactivation of the CRH system in HAB 
animals could result in an increased synaptic density and hypertrophy of BLA 
neurons. This may explaining the stronger neuronal activity propagation thought the 
amygdalar network of these mice. Activation of CRHR1 and remodelling of BLA 
neurons could also be the reason for the increase in anxiety-like behaviour and 
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activity propagation observed in LAB Str. compared to LAB mice. The anxiolytic 
effect of E.E. may be attributed to a downregulation of the CRHR1 mRNA in the BLA, 
as it is described by Sztainberg and colleagues (Sztainberg et al., 2010). This could 
explain the weaker neuronal activity propagation in the amygdala of HAB EE 
compared to HAB and HAB EE non responders.  
 
Figure 5-4: Schematic diagram of possible mechanisms involved in the regulation of 
anxiety-like behaviour 
The CRH system could act as an interface between environmental factors and 
regulation of neuronal activity. The amygdala, and especially the BLA nucleus, shows 
a high expression of CRHR1. According to the results of other studies, stress seems 
to mediate the anxiogenic effect at least in part by activation of the CRHR1 in the BLA. 
Exposure to chronic stressful conditions leads to remodulation of dendritic spines 
within the amygdala and to a hypertrophy of principal BLA neurons. These 
observations are in line with findings of the present study. Exposure to stressful 
conditions induced a clear anxiogenic effect and an increase in activity propagation 
through the amygdala of stressed animals. On the contrary, animals maintained in an 
enriched environment showed reduced anxiety levels and a decrease in the activity 
propagation. Previous studies support the view that E.E. exerts his anxiolytic effect via 
a downregulation of CRHR1 in the BLA. 
 
Despite the need of further investigations, the present study revealed 
differences in the efficiency of neuronal activity propagation through the amygdala 
network, which strongly correlates with different levels of anxiety. The data also 
provide evidence that environmental factors are able to counterbalance behavioural 
phenotypes through the modulation of neuronal network activity in the amygdala. 
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According to recent studies, a modulation of the CRH system within the amygdala 
could significantly contribute to the appearance of altered anxiety phenotypes.  
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
List of abbreviations  89 
6 List of abbreviations 
 
 
ACSF   artificial cerebrospinal fluid 
ACTH   adrenocorticotropic hormone/corticotrophin  
AP5   2-amino-5-phosphonovalerate 
AMPA   α-amino-3-hydroxy-5-methyl-4-isoxazolepropionic acid  
AVP   arginin-vasopressin  
 
BAOT   bed nucleus of the accessory olfactory tract 
Bic    bicuculline  
BLA   basolateral amygdalar  
BNST   bed nucleus of the stria terminalis  
 
CA1   cornu ammonis 1  
CA3   cornu ammonis 3  
CaMKII  α-calcium-calmodulin-dependent protein kinase II  
CCD   charge-coupled device camera  
CeA   central amygdala  
CRH   corticotropin-releasing hormone 
CRHR1/CRHR2 corticotropin-releasing hormone receptor 1/2 
CoA/CoP  anterior and posterior cortical nucleus  
 
DG   dentate gyrus  
DH    dorsal hippocampus  
Di-4-ANEPPS di-4-aminonaphtylethenylpyridinium  
 
E.E.   enriched environment 
EPM   elevated plus maze 
 
FDS   fast depolarization-mediated VSDI signal  
fEPSP  field excitatory postsynaptic potential 
ΔF/F   fractional change in fluorescence 
 
GABA   γ-aminobutyric acid 
GAD   glutamic acid decarboxylase 
GR    glucocorticoid receptor 
 
HAB   high anxiety-related behaviour 
HAB E.E.  HAB enriched environment mice 
HAB E.E. n.r. HAB E.E. not responding to the enriched environment 
HFS    high-frequency stimulation 
HPA   hypothalamic-pituitary-adrenocortical axis 
 
LA   lateral nucleus 
LAB   low anxiety-related behaviour  
LAB Str.  LAB stress mice  
LTP   long-term potentiation 
LSv   ventral part of the lateral septum 
List of abbreviations  90 
MAPK   mitogen-activated protein kinases 
mEPSCs  miniature excitatory postsynaptic currents 
mIPSCs  miniature inhibitory postsynaptic currents 
mPFC   medial prefrontal cortex 
mpPVN  medial parvocellular subdivision of the paraventricular nucleus 
MPOA  medial preoptic area 
MR   mineralocorticoid receptor  
 
NMDA  N-methyl-D-aspartate receptors 
 
PAC   periamygdaloid cortex 
PKA   cAMP-dependent protein kinase 
PKC   protein kinase C 
PPD   paired pulse depression 
PPF   paired-pulse facilitation 
PPR   paired-pulse ratio  
PVN   paraventricular nucleus of the hypothalamus 
 
RMI    structural magnetic resonance imaging 
RMP   resting membrane potential 
ROIs   regions of interest 
 
SAS   sympatho-adrenergic system 
 
USV   ultrasonic vocal calls 
 
VH   ventral hippocampus 
VSDI   voltage-sensitive dye imaging 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
Acknowledgements  91 
7 Acknowledgements 
 
 
First of all, I thank Prof. Landgraf who gave me the opportunity to do my PhD 
thesis in the Max Planck Institute of Psychiatry. Already from the time of my diploma 
thesis he always trusted and believed in my abilities and skills. I would also like to 
thank him for having always time for my problems and also for being the first 
evaluator of this work. 
I want to thank Dr. Matthias Eder for giving me the chance to do my PhD thesis 
under his supervision in his research group “Neuronal Network Dynamics”. Moreover, 
from the time of my diploma thesis, he guided me through the theoretical and 
practical basis of electrophysiological techniques. He taught me how to create and 
develop my own scientific ideas and skills. 
I want to thank Prof. Boyan for his kind willingness to take over the second 
evaluation of my dissertation. 
I thank Prof. Florian Holsboer for providing financial support for our projects. 
I would also like to thank PD Anja Horn-Bochtler, Prof. Matthias Starck, Prof. 
Martin Heß and Prof. Hans-Ulrich Koop for participating to my PhD defence.  
I thank Dr. Julien Dine, not only for his scientific support during the last two years 
of my thesis, but also for helping me with the corrections of this thesis.  
I also would like to thank the members of the following research groups for the 
nice and successful cooperation: 
    RG Almeida; Neuroadaptation 
    RG Müller; Molecular Stressphysiology 
    RG Refojo; Molecular Neurobiology 
    RG Rein; Chaperones 
    RG M.Schmidt; Neurobiology of Stress 
    RG Touma; Psychoneuroendocrinology 
    RG Deussing; Molecular Neurogenetics 
 
I would like to express my deepest appreciation to my parents and my sister who, 
with their constant encouragement, helped me see this work through to its end.  
Special thanks go to Dr. Luise Berger for giving me with her support the final 
boost to accomplish this work.  
Acknowledgements  92 
Finally, I truly appreciate the emotional help of my close friends, who never gave 
up keeping me sane and supporting me with optimal living conditions even during 
rough periods: Dimitrios Papoutsis, Mazen Harb, Valantis Tararas, Kostantinos 
Koutsomitopoulos, Vangelis Sarakinidis, Giannis Sotiropoulos, Hercules Tsibis, 
Stephan Kratzer, Rainer Haseneder, Michaela Filiou, Corinna Mattusch,Gerhard 
Rammes and Osborne Almeida.  
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
List of figures  93 
8 List of figures 
 
 
Figure 1-1: The HPA axis         11 
 
Figure 1-2: Summary of the organization of hippocampal pyramidal cells  19 
 
Figure 1-3: Schematic Illustration of LTP induction      26 
 
Figure 1-4: Schematic illustration of the amygdaloid complex of the rat   35 
 
Figure 3-1: Section of the mouse brain adapted from “The mouse brain”  
(G. Paxinos, 2008)        49 
 
Figure 3-2:  Schematic illustration of the extracellular recording set-up   50 
 
Figure 3-3: Representative recording trace acquired during fEPSP recording  
in area CA1 of the hippocampus      51 
 
Figure 3-4: Chemical formular of Di-4-ANEPPS      55 
 
Figure 3-5: Schematic illustration of the VSDI set-up adapted from   56 
(Tominaga et al., 2000) 
 
Figure 3-6: Coronal section of the mouse brain adapted from     57 
“The mouse brain” (G. Paxinos, 2008) 
 
Figure 3-7: Region of interest (ROI) in the three major subnuclei of the amygdala 58 
 
Figure 3-8: Quantification of the fast depolarization mediated VSDI signal  59 
 
Figure 4-1: Anxiety-related behaviour on the elevated plus-maze (EPM)   61 
 
Figure 4-2: Basal synaptic transmission and short-term plasticity    62 
at CA3-CA1 synapses in the ventral hippocampus 
 
Figure 4-3: Long-term potentiation (LTP) at CA3-CA1 synapses     63 
in the ventral hippocampus of HAB, LAB, and CD1 animals 
 
Figure 4-4: Basal synaptic transmission and short-term plasticity   64 
in the dorsal hippocampus 
 
Figure 4-5: Long-term potentiation (LTP) at CA3-CA1 synapses    65 
in the dorsal hippocampus of HAB, LAB, and CD1 animals 
 
Figure 4-6: Voltage-sensitive dye imaging (VSDI) of neuronal activity propagation 67 
through the amygdalar network 
 
Figure 4-7: Pharmacological characterization of fast, depolarization-mediated  68 
 imaging signals (FDSs) in the amygdala 
 
Figure 4-8: Pharmacological characterization of fast, depolarization-mediated  69 
imaging signals (FDSs) in the amygdala 
 
 
List of figures  94 
Figure 4-9: Ratios of FDS peak amplitudes (BLA/LA and CeA/LA)    70 
for the different stimulus intensities 
 
Figure 4-10: Ratio of neuronal activity in the amygdala     70 
 
 
Figure 4-11: Effects of environmental alterations on anxiety levels on the EPM  71 
 
Figure 4-12: Effects of environmental enrichment on amygdalar     72 
network activity in HAB animals 
 
Figure 4-13: Characterization of anxiety levels and amygdalar network activity  73 
in animals insensitive to enriched environment (HAB E.E.n.r) 
 
Figure 4-14: Effects of chronic unpredictable stress on amygdalar network activity 74 
in LAB animals 
 
Figure 4-15: VSDI revealed a statistically significant correlation between   75 
anxiety phenotypes in mice and neuronal activity propagation 
in the amygdalar network 
 
Figure 4-16: Comparison of the amplitude and frequency of mIPSCs    76 
in BLA principal neurons between HAB and LAB mice 
 
Figure 5-1: Schematic diagram of proposed mechanism     80 
by which corticosterone could differently modulate LTP 
in the dorsal (DH) and ventral hippocampus (VH) 
 
Figure 5-2: Schematic diagram of principal connections     82 
within the three main areas of the amygdaloid complex based  
on in vitro electrophysiological recording and anatomical data 
 
Figure 5-3: Description of selected efferemces of the central nucleus    83 
of the amygdala to hypothalamic and brainstem regions 
 
Figure 5-4: Schematic diagram of possible mechanisms involved    87 
in the regulation of anxiety-like behaviour 
 
 
 
 
 
 
 
 
 
 
 
 
 
Curriculum vitae  95 
9 Curriculum vitae 
 
Personal Information: 
 
Name:    Charilaos Avrabos 
Date of Birth:   15.06.1982 
Place of Birth:   Munich 
Nationality:    Greek 
 
Education: 
 
Okt. 2008 – Apr. 2012 Doctoral thesis at the Max Planck Institute of 
Psychiatry, Munich 
 RG: Neuronal Network Dynamics 
 
 Title of thesis: „Brain circuit dynamics related to 
extremes in trait anxiety in mice“ 
 
Nov. 2001 – Aug. 2008  Ludwig Maximilians Universtiy, Munich 
     Degree: Biology (Diploma) 
Diploma thesis at the Max Planck Institute of 
Psychiatry, Munich 
RG: Neuronal Network Dynamics 
 
Title of thesis: „Elektrophysiologische Korrelate von 
angstähnlichem und stressinduziertem Verhalten im 
Tiermodel“ 
 
Juli 2000    Private greek Lyzeum 
     Degree: Abitur  
 
 
 
 
Publications  96 
10 Publications 
 
 
Wang X.D, Su Y.A, Avrabos C, Wagner K.V, Liebl C, Wolf W, Scharf S.H, Hartmann 
J, Kühne C, Wurst W, Holsboer F, Eder M, Deussing, J.M, Müller M.B, Schmidt M.V. 
Disrupted Nectin-3-Driven Cell Adhesion Is Required for Stress-Induced Memory 
Deficits. Science (Submitted 2012 Feb 17) 
 
Refojo D, Schweizer M, Kuehne C, Ehrenberg S, Thoeringer C, Vogl A.M, Dedic N, 
Schumacher M, von Wolff G, Avrabos C, Engblom D, Schütz G, Nave K, Eder M, 
Wotjak C.T, Sillaber I, Wurst W, Holsboer F, Deussing J.M. Anxiogenic and anxiolytic 
effect of CRHR1 are mediated by glutamatergic and dopaminergic neurons. Science. 
2011 Sep 30;333(6051):1903-7. Epub 2011 Sep 1  
 
Schmidt M.V, Schülke J, Liebl C, Stiess M, Avrabos C, Bock J, Wochnik G, Davies 
H.A, Zimmermann N, Scharf S. H, Trmbach D, Wurst W, Zieglgänsberger W, Turck 
C, Holsboer F, Stewart M.G, Bradke F, Eder M, Müller B. M, Rein T. The tumor 
suppressor DDR1 is a novel stress-induced actin bundling factor that modulates 
synaptic efficacy and cognition. Proc Natl Acad Sci U S A. 2011 Oct 
11;108(41):17213-8. Epub 2011 Oct 3 
 
Von Wolff G, Avrabos C, Stepan J, Wurst W, Deussing JM, Holsboer F, Eder M. 
Voltage-sensitive dye imaging demonstrates an enhancing effect of corticotropin-
releasing hormone on neuronal activity propagation through the hippocampal 
formation. Journal of Psychiatric Research 45:256-61 (2011). 
 
Hambsch B, Chen BG, Brenndörfer J, Meyer M, Avrabos C, Maccarrone G, Liu RH, 
Eder M, Turck CW, Landgraf R. Methylglyoxal-mediated anxiolysis involves 
increased protein modification and elevated expression of glyoxalase 1 in the brain. 
Journal of Neurochemistry 113:1240-51 (2010). 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
References  97 
11 References 
 
Abraham WC, Williams JM (2003) Properties and mechanisms of LTP maintenance. 
Neuroscientist 9:463-474. 
Adolphs R, Tranel D, Damasio AR (1998) The human amygdala in social judgment. 
Nature 393:470-474. 
Adolphs R, Baron-Cohen S, Tranel D (2002) Impaired Recognition of Social 
Emotions following Amygdala Damage. J Cog Neurosci 14:1264-1274. 
Adolphs R, Tranel D, Damasio H, Damasio A (1994) Impaired Recognition of 
Emotion in Facial Expressions Following Bilateral Damage to the Human 
Amygdala. Nature 372:669-672. 
Aggleton JP, (2000) The Amygdala: A Functional Analysis. Oxford: Oxford Univ Pr. 
Alfarez DN, Wiegert O, Joels M, Krugers HJ (2002) Corticosterone and stress reduce 
synaptic potentiation in mouse hippocampal slices with mild stimulation. 
Neuroscience 115:1119-1126. 
Alfarez DN, De Simoni A, Velzing EH, Bracey E, Joels M, Edwards FA, Krugers HJ 
(2009) Corticosterone reduces dendritic complexity in developing hippocampal 
CA1 neurons. Hippocampus 19:828-836. 
Amaral DG, Dolorfo C, Alvarez-Royo P (1991) Organization of CA1 projections to the 
subiculum: a PHA-L analysis in the rat. Hippocampus 1:415-435. 
Anand A, Shekhar A (2003) Brain imaging studies in mood and anxiety disorders: 
special emphasis on the amygdala. Ann N Y Acad Sci 985:370-388. 
Andersen P, Sundberg SH, Sveen O, Wigstrom H (1977) Specific long-lasting 
potentiation of synaptic transmission in hippocampal slices. Nature 266:736-
737. 
Andersen P, Morris R, Ammaral D, Bliss T, O`Keefe J (2007) The Hippocampus 
Book: Oxford Univ Pr. 
Arana GW, Baldessarini RJ, Ornsteen M (1985) The dexamethasone suppression 
test for diagnosis and prognosis in psychiatry. Commentary and review. Arch 
Gen Psychiatry 42:1193-1204. 
Avital A, Segal M, Richter-Levin G (2006) Contrasting Roles of Corticosteroid 
Receptors in Hippocampal Plasticity. J Neuroscience 26(36):9130-9134. 
Avrabos C (2008) Elektrophysiologische Korrelate von angstähnlichem und 
stressinduziertem Verhalten im Tiermodell. Diploma thesis LMU. 
Baisden RH, Woodruff ML, Hoover DB (1984) Cholinergic and non-cholinergic septo-
hippocampal projections: a double-label horseradish peroxidase-
acetylcholinesterase study in the rabbit. Brain Res 290:146-151. 
References  98 
Baldwin DS, Ajel KI, Garner M (2010) Pharmacological treatment of generalized 
anxiety disorder. Curr Top Behav Neurosci 2:453-467. 
Bannerman DM, Yee BK, Good MA, Heupel MJ, Iversen SD, Rawlins JN (1999) 
Double dissociation of function within the hippocampus: a comparison of 
dorsal, ventral, and complete hippocampal cytotoxic lesions. Behav Neurosci 
113:1170-1188. 
Bannerman DM, Deacon RM, Offen S, Friswell J, Grubb M, Rawlins JN (2002) 
Double dissociation of function within the hippocampus: spatial memory and 
hyponeophagia. Behav Neurosci 116:884-901. 
Bannerman DM, Grubb M, Deacon RM, Yee BK, Feldon J, Rawlins JN (2003) 
Ventral hippocampal lesions affect anxiety but not spatial learning. Behav 
Brain Res 139:197-213. 
Barria A, Muller D, Derkach V, Griffith LC, Soderling TR (1997) Regulatory 
phosphorylation of AMPA-type glutamate receptors by CaM-KII during long-
term potentiation. Science 276:2042-2045. 
Bashir ZI, Alford S, Davies SN, Randall AD, Collingridge GL (1991) Long-term 
potentiation of NMDA receptor-mediated synaptic transmission in the 
hippocampus. Nature 349:156-158. 
Baumann N, Turpin JC (2010) Neurochemistry of stress. An overview. Neurochem 
Res 35:1875-1879. 
Beato M, Sanchez-Pacheco A (1996) Interaction of steroid hormone receptors with 
the transcription initiation complex. Endocr Rev 17:587-609. 
Benaroya-Milshtein N, Hollander N, Apter A, Kukulansky T, Raz N, Wilf A, Yaniv I, 
Pick CG (2004) Environmental enrichment in mice decreases anxiety, 
attenuates stress responses and enhances natural killer cell activity. Eur J 
Neurosci 20:1341-1347. 
Benke TA, Luthi A, Isaac JT, Collingridge GL (1998) Modulation of AMPA receptor 
unitary conductance by synaptic activity. Nature 393:793-797. 
Bernard JF, Peschanski M, Besson JM (1989) A possible spino (trigemino)-ponto-
amygdaloid pathway for pain. Neurosci Lett 100:83-88. 
Birbaumer N, Grodd W, Diedrich O, Klose U, Erb M, Lotze M, Schneider F, Weiss U, 
Flor H (1998) fMRI reveals amygdala activation to human faces in social 
phobics. Neuroreport 9:1223-1226. 
Blackstad TW (1956) Commissural connections of the hippocampal region in the rat, 
with special reference to their mode of termination. J Comp Neurol 105:417-
537. 
Bliss TV, Lomo T (1973) Long-lasting potentiation of synaptic transmission in the 
dentate area of the anaesthetized rabbit following stimulation of the perforant 
path. J Physiol 232:331-356. 
References  99 
Bliss TV, Collingridge GL (1993) A synaptic model of memory: long-term potentiation 
in the hippocampus. Nature 361:31-39. 
Bordi F, LeDoux JE (1994) Response properties of single units in areas of rat 
auditory thalamus that project to the amygdala. II. Cells receiving convergent 
auditory and somatosensory inputs and cells antidromically activated by 
amygdala stimulation. Exp Brain Res 98:275-286. 
Bredt DS, Nicoll RA (2003) AMPA receptor trafficking at excitatory synapses. Neuron 
40:361-379. 
Buckley PF, Miller BJ, Lehrer DS, Castle DJ (2009) Psychiatric comorbidities and 
schizophrenia. Schizophr Bull 35:383-402. 
Bunck M (2008) Behavioral phenotyping, gene expression profiles and cognitive 
aspects in a mouse model of trait anxiety. PhD Thesis LMU 
Bunck M, Czibere L, Horvath C, Graf C, Frank E, Kessler MS, Murgatroyd C, Muller-
Myhsok B, Gonik M, Weber P, Putz B, Muigg P, Panhuysen M, Singewald N, 
Bettecken T, Deussing JM, Holsboer F, Spengler D, Landgraf R (2009) A 
hypomorphic vasopressin allele prevents anxiety-related behavior. PLoS One 
4:e5129. 
Burwell RD (2000) The parahippocampal region: corticocortical connectivity. Ann N Y 
Acad Sci 911:25-42. 
Cajal SR (1901) Significaciòn probalbe de las cèlulas de axòn corto. TrabLab 
Investig Biol 1:151-157. 
Canteras NS, Swanson LW (1992) Projections of the ventral subiculum to the 
amygdala, septum, and hypothalamus: a PHAL anterograde tract-tracing 
study in the rat. J Comp Neurol 324:180-194. 
Canteras NS, Simerly RB, Swanson LW (1992) Connections of the posterior nucleus 
of the amygdala. J Comp Neurol 324:143-179. 
Carrasco GA, Van de Kar LD (2003) Neuroendocrine pharmacology of stress. Eur J 
Pharmacol 463:235-272. 
Carroll BJ, Feinberg M, Greden JF, Tarika J, Albala AA, Haskett RF, James NM, 
Kronfol Z, Lohr N, Steiner M, de Vigne JP, Young E (1981) A specific 
laboratory test for the diagnosis of melancholia. Standardization, validation, 
and clinical utility. Arch Gen Psychiatry 38:15-22. 
Castle DJ (2008) Anxiety and substance use: layers of complexity. Expert Rev 
Neurother 8:493-501. 
Cenquizca LA, Swanson LW (2007) Spatial organization of direct hippocampal field 
CA1 axonal projections to the rest of the cerebral cortex. Brain Res Rev 56:1-
26. 
Chalmers DT, Lovenberg TW, De Souza EB (1995) Localization of novel 
corticotropin-releasing factor receptor (CRF2) mRNA expression to specific 
References  100 
subcortical nuclei in rat brain: comparison with CRF1 receptor mRNA 
expression. J Neurosci 15:6340-6350. 
Chamove AS (1989) Cage design reduces emotionality in mice. Lab Anim 23:215-
219. 
Chang CP, Pearse RV, 2nd, O'Connell S, Rosenfeld MG (1993) Identification of a 
seven transmembrane helix receptor for corticotropin-releasing factor and 
sauvagine in mammalian brain. Neuron 11:1187-1195. 
Charlton MP, Smith SJ, Zucker RS (1982) Role of presynaptic calcium ions and 
channels in synaptic facilitation and depression at the squid giant synapse. J 
Physiol 323:173-193. 
Charmandari E, Tsigos C, Chrousos G (2005) Endocrinology of the stress response. 
Annu Rev Physiol 67:259-284. 
Chen R, Lewis KA, Perrin MH, Vale WW (1993) Expression cloning of a human 
corticotropin-releasing-factor receptor. Proc Natl Acad Sci U S A 90:8967-
8971. 
Chen Y, Brunson KL, Muller MB, Cariaga W, Baram TZ (2000) Immunocytochemical 
distribution of corticotropin-releasing hormone receptor type-1 (CRF(1))-like 
immunoreactivity in the mouse brain: light microscopy analysis using an 
antibody directed against the C-terminus. J Comp Neurol 420:305-323. 
Chiba T (2000) Collateral projection from the amygdalo--hippocampal transition area 
and CA1 to the hypothalamus and medial prefrontal cortex in the rat. Neurosci 
Res 38:373-383. 
Christie BR, Abraham WC (1994) Differential regulation of paired-pulse plasticity 
following LTP in the dentate gyrus. Neuroreport 5:385-388. 
Claiborne BJ, Amaral DG, Cowan WM (1986) A light and electron microscopic 
analysis of the mossy fibers of the rat dentate gyrus. J Comp Neurol 246:435-
458. 
Collingridge G (1987) Synaptic plasticity. The role of NMDA receptors in learning and 
memory. Nature 330:604-605. 
Crippa JA, Zuardi AW, Martin-Santos R, Bhattacharyya S, Atakan Z, McGuire P, 
Fusar-Poli P (2009) Cannabis and anxiety: a critical review of the evidence. 
Hum Psychopharmacol 24:515-523. 
Dautzenberg FM, Hauger RL (2002) The CRF peptide family and their receptors: yet 
more partners discovered. Trends Pharmacol Sci 23:71-77. 
Davies SJ, Lowry CA, Nutt DJ (2007) Panic and hypertension: brothers in arms 
through 5-HT? J Psychopharmacol 21:563-566. 
Davis M (1992) The amygdala: Neurobiological aspects of emotion, memory, and 
mental dysfunction: New York, NY, US: Wiley-Liss. 
References  101 
Davis M, Rainnie D, Cassell M (1994) Neurotransmission in the rat amygdala related 
to fear and anxiety. Trends Neurosci 17:208-214. 
De Kloet ER, Reul JM (1987) Feedback action and tonic influence of corticosteroids 
on brain function: a concept arising from the heterogeneity of brain receptor 
systems. Psychoneuroendocrinology 12:83-105. 
De Kloet ER, Oitzl MS, Joels M (1993) Functional implications of brain corticosteroid 
receptor diversity. Cell Mol Neurobiol 13:433-455. 
De Kloet ER, Oitzl MS, Joels M (1999) Stress and cognition: are corticosteroids good 
or bad guys? Trends Neurosci 22:422-426. 
De Kloet ER, Joels M, Holsboer F (2005) Stress and the brain: from adaptation to 
disease. Nat Rev Neurosci 6:463-475. 
De Kloet ER, Karst H, Joels M (2008) Corticosteroid hormones in the central stress 
response: quick-and-slow. Front Neuroendocrinol 29:268-272. 
Deak T, Nguyen KT, Ehrlich AL, Watkins LR, Spencer RL, Maier SF, Licinio J, Wong 
ML, Chrousos GP, Webster E, Gold PW (1999) The impact of the nonpeptide 
corticotropin-releasing hormone antagonist antalarmin on behavioral and 
endocrine responses to stress. Endocrinology 140:79-86. 
Degroot A, Treit D (2004) Anxiety is functionally segregated within the septo-
hippocampal system. Brain Res 1001:60-71. 
Diamond DM, Bennett MC, Fleshner M, Rose GM (1992) Inverted-U relationship 
between the level of peripheral corticosterone and the magnitude of 
hippocampal primed burst potentiation. Hippocampus 2:421-430. 
Dodt HU (1993) Infrared-interference videomicroscopy of living brain slices. AAdv 
Exp Med Biol 333:245-249. 
Dodt HU, Zieglgansberger W (1990) Visualizing unstained neurons in living brain 
slices by infrared DIC-videomicroscopy. Brain Res 537:333-336. 
Dolorfo CL, Amaral DG (1998) Entorhinal cortex of the rat: organization of intrinsic 
connections. J Comp Neurol 398:49-82. 
Dong HW, Swanson LW (2006) Projections from bed nuclei of the stria terminalis, 
anteromedial area: cerebral hemisphere integration of neuroendocrine, 
autonomic, and behavioral aspects of energy balance. J Comp Neurol 
494:142-178. 
Dong HW, Petrovich GD, Swanson LW (2001) Topography of projections from 
amygdala to bed nuclei of the stria terminalis. Brain Res Brain Res Rev 
38:192-246. 
Doyere V, Laroche S (1992) Linear relationship between the maintenance of 
hippocampal long-term potentiation and retention of an associative memory. 
Hippocampus 2:39-48. 
References  102 
Drevets DA, Canono BP, Campbell PA (1992a) Listericidal and nonlistericidal mouse 
macrophages differ in complement receptor type 3-mediated phagocytosis of 
L. monocytogenes and in preventing escape of the bacteria into the 
cytoplasm. J Leukoc Biol 52:70-79. 
Drevets WC, Videen TO, Price JL, Preskorn SH, Carmichael ST, Raichle ME (1992b) 
A functional anatomical study of unipolar depression. J Neurosci 12:3628-
3641. 
Durham RC, Fisher PL, Dow MGT, Sharp D, Power KG, Swan JS, Morton RV (2004) 
Cognitive behaviour therapy for good and poor prognosis generalized anxiety 
disorder: a clinical effectiveness study. Clinical Psychol & Psychot. 11:145-
157. 
Duvarci S, Pare D (2007) Glucocorticoids enhance the excitability of principal 
basolateral amygdala neurons. J Neurosci 27:4482-4491. 
Eder M, Becker K, Rammes G, Schierloh A, Azad SC, Zieglgansberger W, Dodt HU 
(2003) Distribution and properties of functional postsynaptic kainate receptors 
on neocortical layer V pyramidal neurons. J Neurosci 23:6660-6670. 
Engelmann M, Landgraf R, Wotjak CT (2004) The hypothalamic-neurohypophysial 
system regulates the hypothalamic-pituitary-adrenal axis under stress: an old 
concept revisited. Front Neuroendocrinol 25:132-149. 
Fanselow MS, Dong HW (2010) Are the dorsal and ventral hippocampus functionally 
distinct structures? Neuron 65:7-19. 
Fink G, (2007) Encyclopedia of stress: Elsevier Inc. 
Fluhler E, Burnham VG, Loew LM (1985) Spectra, membrane binding, and 
potentiometric responses of new charge shift probes. Biochemistry 24:5749-
5755. 
Fox C, Merali Z, Harrison C (2006) Therapeutic and protective effect of 
environmental enrichment against psychogenic and neurogenic stress. Behav 
Brain Res 175:1-8. 
Foy MR, Stanton ME, Levine S, Thompson RF (1987) Behavioral stress impairs long-
term potentiation in rodent hippocampus. Behav Neural Biol 48:138-149. 
Frankland PW, Bontempi B, Talton LE, Kaczmarek L, Silva AJ (2004) The 
involvement of the anterior cingulate cortex in remote contextual fear memory. 
Science 304:881-883. 
Freitas-Ferrari MC, Hallak JEC, Trzesniak C, Filho AS, Machado-de-Sousa JP, 
Chagas MHN, Nardi AE, Crippa JAS (2010) Neuroimaging in social anxiety 
disorder: A systematic review of the literature. Prog in Neuro-
Psychopharmacol and Biol Psychiatry 34:565-580. 
Freund TF, Buzsaki G (1996) Interneurons of the hippocampus. Hippocampus 6:347-
470. 
References  103 
Friske JE, Gammie SC (2005) Environmental enrichment alters plus maze, but not 
maternal defense performance in mice. Physiol Behav 85:187-194. 
Fukazawa Y, Saitoh Y, Ozawa F, Ohta Y, Mizuno K, Inokuchi K (2003) Hippocampal 
LTP is accompanied by enhanced F-actin content within the dendritic spine 
that is essential for late LTP maintenance in vivo. Neuron 38:447-460. 
Gaarskjaer FB (1978) Organization of the mossy fiber system of the rat studied in 
extended hippocampi. II. Experimental analysis of fiber distribution with silver 
impregnation methods. J Comp Neurol 178:73-88. 
Garcia R (2002) Stress, metaplasticity, and antidepressants. Curr Mol Med 2:629-
638. 
Garner M, Mohler H, Stein DJ, Mueggler T, Baldwin DS (2009) Research in anxiety 
disorders: from the bench to the bedside. Eur Neuropsychopharmacol 19:381-
390. 
Gaudiano BA, Miller IW (2005) Anxiety disorder comobidity in Bipolar I Disorder: 
relationship to depression severity and treatment outcome. Depress Anxiety 
21:71-77. 
Gehlert DR, Shekhar A, Morin SM, Hipskind PA, Zink C, Gackenheimer SL, Shaw J, 
Fitz SD, Sajdyk TJ (2005) Stress and central Urocortin increase anxiety-like 
behavior in the social interaction test via the CRF1 receptor. Eur J Pharmacol 
509:145-153. 
Gold PW, Wong ML, Chrousos GP, Licinio J (1996) Stress system abnormalities in 
melancholic and atypical depression: molecular, pathophysiological, and 
therapeutic implications. Mol Psychiatry 1:257-264. 
Greene JR, Totterdell S (1997) Morphology and distribution of electrophysiologically 
defined classes of pyramidal and nonpyramidal neurons in rat ventral 
subiculum in vitro. J Comp Neurol 380:395-408. 
Groen T, Kadish I, Hoef LV, Wyss JM (2008) The Limbic System 
Neuroscience in Medicine. In: (Conn PM, ed), pp 379-396: Humana Press. 
Groeneweg FL, Karst H, de Kloet ER, Joels M (2011) Rapid non-genomic effects of 
corticosteroids and their role in the central stress response. J Endocrinol 
209:153-167. 
Gustafsson B, Wigstrom H (1988) Physiological mechanisms underlying long-term 
potentiation. Trends Neurosci 11:156-162. 
Habib KE, Gold PW, Chrousos GP (2001) Neuroendocrinology of stress. Endocrinol 
Metab Clin North Am 30:695-728; vii-viii. 
Haller J, Mikics E, Makara GB (2008) The effects of non-genomic glucocorticoid 
mechanisms on bodily functions and the central neural system. A critical 
evaluation of findings. Front Neuroendocrinol 29:273-291. 
References  104 
Han CJ, O'Tuathaigh CM, van Trigt L, Quinn JJ, Fanselow MS, Mongeau R, Koch C, 
Anderson DJ (2003) Trace but not delay fear conditioning requires attention 
and the anterior cingulate cortex. Proc Natl Acad Sci U S A 100:13087-13092. 
Hawgood J, De Leo D (2008) Anxiety disorders and suicidal behaviour: an update. 
Curr Opin Psychiatry 21:51-64. 
Heinrichs SC, Lapsansky J, Lovenberg TW, De Souza EB, Chalmers DT (1997) 
Corticotropin-releasing factor CRF1, but not CRF2, receptors mediate 
anxiogenic-like behavior. Regul Pept 71:15-21. 
Henry C, Van den Bulke D, Bellivier F, Etain B, Rouillon F, Leboyer M (2003) Anxiety 
disorders in 318 bipolar patients: prevalence and impact on illness severity 
and response to mood stabilizer. J Clin Psychiatry 64:331-335. 
Herman JP, Cullinan WE (1997) Neurocircuitry of stress: central control of the 
hypothalamo-pituitary-adrenocortical axis. Trends Neurosci 20:78-84. 
Herman JP, Cullinan WE, Ziegler DR, Tasker JG (2002) Role of the paraventricular 
nucleus microenvironment in stress integration. Eur J Neurosci 16:381-385. 
Herman JP, Ostrander MM, Mueller NK, Figueiredo H (2005) Limbic system 
mechanisms of stress regulation: Hypothalamo-pituitary-adrenocortical axis. 
Prog Neuropsychopharmacol Biol Psychiatry 29:1201-1213. 
Herman JP, Figueiredo H, Mueller NK, Ulrich-Lai Y, Ostrander MM, Choi DC, 
Cullinan WE (2003) Central mechanisms of stress integration: hierarchical 
circuitry controlling hypothalamo-pituitary-adrenocortical responsiveness. 
Front Neuroendocrinol 24:151-180. 
Hermann GE, Holmes GM, Rogers RC, Beattie MS, Bresnahan JC (2003) 
Descending spinal projections from the rostral gigantocellular reticular nuclei 
complex. J Comp Neurol 455:210-221. 
Hjorth-Simonsen A, Jeune B (1972) Origin and termination of the hippocampal 
perforant path in the rat studied by silver impregnation. J Comp Neurol 
144:215-232. 
Hock BJ, Jr., Bunsey MD (1998) Differential effects of dorsal and ventral 
hippocampal lesions. J Neurosci 18:7027-7032. 
Hogg S (1996) A review of the validity and variability of the elevated plus-maze as an 
animal model of anxiety. Pharmacol Biochem Behav 54:21-30. 
Holsboer F (1983) The dexamethasone suppression test in depressed patients: 
clinical and biochemical aspects. J Steroid Biochem 19:251-257. 
Holsboer F (1999) The rationale for corticotropin-releasing hormone receptor (CRH-
R) antagonists to treat depression and anxiety. J Psychiatr Res 33:181-214. 
Holsboer F, Ising M (2008) Central CRH system in depression and anxiety--evidence 
from clinical studies with CRH1 receptor antagonists. Eur J Pharmacol 
583:350-357. 
References  105 
Hoover WB, Vertes RP (2007) Anatomical analysis of afferent projections to the 
medial prefrontal cortex in the rat. Brain Struct Funct 212:149-179. 
Hucks D, Lowther S, Crompton MR, Katona CLE, Horton RW (1997) Corticotropin-
releasing factor binding sites in cortex of depressed suicides. 
Psychopharmacology 134:174-178. 
Insausti R, Herrero MT, Witter MP (1997) Entorhinal cortex of the rat: 
cytoarchitectonic subdivisions and the origin and distribution of cortical 
efferents. Hippocampus 7:146-183. 
Ishizuka N (2001) Laminar organization of the pyramidal cell layer of the subiculum in 
the rat. J Comp Neurol 435:89-110. 
Ishizuka N, Weber J, Amaral DG (1990) Organization of intrahippocampal projections 
originating from CA3 pyramidal cells in the rat. J Comp Neurol 295:580-623. 
Jeffery KJ (2007) Integration of the sensory inputs to place cells: what, where, why, 
and how? Hippocampus 17:775-785. 
JL Price, Russchen F, Amaral DG (1987) The limbic region. II. The amygdaloid 
complex. Handbook of Chemical Neuroanatomy 5:279-388. 
Joels M (1999) Effects of corticosteriod hormones in the hippocampus. Acta Physiol 
Scand 167:A3. 
Joels M (2001) Corticosteroid actions in the hippocampus. J Neuroendocrinol 
13:657-669. 
Johnson LR, Farb C, Morrison JH, McEwen BS, LeDoux JE (2005) Localization of 
glucocorticoid receptors at postsynaptic membranes in the lateral amygdala. 
Neuroscience 136:289-299. 
Jolkkonen E, Pitkanen A (1998) Intrinsic connections of the rat amygdaloid complex: 
projections originating in the central nucleus. J Comp Neurol 395:53-72. 
Jones MW, Wilson MA (2005) Theta rhythms coordinate hippocampal-prefrontal 
interactions in a spatial memory task. PLoS Biol 3:e402. 
Jung MW, Wiener SI, McNaughton BL (1994) Comparison of spatial firing 
characteristics of units in dorsal and ventral hippocampus of the rat. J 
Neurosci 14:7347-7356. 
Kandel ER, Pittenger C (2003) Past and future studies of memory. Kos:38-43. 
Karst H, Berger S, Erdmann G, Schutz G, Joels M (2010) Metaplasticity of amygdalar 
responses to the stress hormone corticosterone. Proc Natl Acad Sci USA 
107:14449-14454. 
Karst H, Berger S, Turiault M, Tronche F, Schutz G, Joels M (2005) Mineralocorticoid 
receptors are indispensable for nongenomic modulation of hippocampal 
glutamate transmission by corticosterone. Proc Natl Acad Sci U S A 
102:19204-19207. 
References  106 
Keller-Wood ME, Dallman MF (1984) Corticosteroid inhibition of ACTH secretion. 
Endocr Rev 5:1-24. 
Kelley AE, Baldo BA, Pratt WE (2005a) A proposed hypothalamic-thalamic-striatal 
axis for the integration of energy balance, arousal, and food reward. J Comp 
Neurol 493:72-85. 
Kelley AE, Baldo BA, Pratt WE, Will MJ (2005b) Corticostriatal-hypothalamic circuitry 
and food motivation: integration of energy, action and reward. Physiol Behav 
86:773-795. 
Kim CH, Lisman JE (1999) A role of actin filament in synaptic transmission and long-
term potentiation. J Neurosci 19:4314-4324. 
Kim JJ, Yoon KS (1998) Stress: metaplastic effects in the hippocampus. Trends 
Neurosci 21:505-509. 
Kim JJ, Song EY, Kosten TA (2006) Stress effects in the hippocampus: synaptic 
plasticity and memory. Stress 9:1-11. 
Kim M, Campeau S, Falls WA, Davis M (1993) Infusion of the non-NMDA receptor 
antagonist CNQX into the amygdala blocks the expression of fear-potentiated 
startle. Behav Neural Biol 59:5-8. 
Kishi T, Tsumori T, Ono K, Yokota S, Ishino H, Yasui Y (2000) Topographical 
organization of projections from the subiculum to the hypothalamus in the rat. 
J Comp Neurol 419:205-222. 
Kiyama Y, Manabe T, Sakimura K, Kawakami F, Mori H, Mishina M (1998) Increased 
thresholds for long-term potentiation and contextual learning in mice lacking 
the NMDA-type glutamate receptor epsilon1 subunit. J Neurosci 18:6704-
6712. 
Kjelstrup KG, Tuvnes FA, Steffenach HA, Murison R, Moser EI, Moser MB (2002) 
Reduced fear expression after lesions of the ventral hippocampus. Proc Natl 
Acad Sci U S A 99:10825-10830. 
Kloosterman F, Witter MP, Van Haeften T (2003a) Topographical and laminar 
organization of subicular projections to the parahippocampal region of the rat. 
J Comp Neurol 455:156-171. 
Kloosterman F, Van Haeften T, Witter MP, Lopes Da Silva FH (2003b) 
Electrophysiological characterization of interlaminar entorhinal connections: an 
essential link for re-entrance in the hippocampal-entorhinal system. Eur J 
Neurosci 18:3037-3052. 
Koolhaas JM, Korte SM, De Boer SF, Van Der Vegt BJ, Van Reenen CG, Hopster H, 
De Jong IC, Ruis MA, Blokhuis HJ (1999) Coping styles in animals: current 
status in behavior and stress-physiology. Neurosci Biobehav Rev 23:925-935. 
Krettek JE, Price JL (1978) A description of the amygdaloid complex in the rat and 
cat with observations on intra-amygdaloid axonal connections. J Comp Neurol 
178:255-280. 
References  107 
Kromer SA, Kessler MS, Milfay D, Birg IN, Bunck M, Czibere L, Panhuysen M, Putz 
B, Deussing JM, Holsboer F, Landgraf R, Turck CW (2005) Identification of 
glyoxalase-I as a protein marker in a mouse model of extremes in trait anxiety. 
J Neurosci 25:4375-4384. 
Krucker T, Siggins GR, Halpain S (2000) Dynamic actin filaments are required for 
stable long-term potentiation (LTP) in area CA1 of the hippocampus. Proc Natl 
Acad Sci U S A 97:6856-6861. 
Landgraf R (2003) HAB/LAB rats: an animal model of extremes in trait anxiety and 
depression. Clinical Neurosci Research 3:239-244. 
Landgraf R, Wigger A (2002) High vs Low Anxiety-Related Behavior Rats: An Animal 
Model of Extremes in Trait Anxiety. Behav Genet 32:301-314. 
Landgraf R, Keßler MS, Bunck M, Murgatroyd C, Spengler D, Zimbelmann M, 
Nußbaumer M, Czibere L, Turck CW, Singewald N, Rujescu D, Frank E (2007) 
Candidate genes of anxiety-related behavior in HAB/LAB rats and mice: Focus 
on vasopressin and glyoxalase-I. Neurosci Biobehav Rev 31:89-102. 
Larkman AU, Jack JJ (1995) Synaptic plasticity: hippocampal LTP. Curr Opin 
Neurobiol 5:324-334. 
Lavenex PB, Amaral DG, Lavenex P (2006) Hippocampal lesion prevents spatial 
relational learning in adult macaque monkeys. J Neurosci 26:4546-4558. 
LeDoux JE (2000) Emotion circuits in the brain. Annu Rev Neurosci 23:155-184. 
LeDoux JE, Farb C, Ruggiero DA (1990) Topographic organization of neurons in the 
acoustic thalamus that project to the amygdala. J Neurosci 10:1043-1054. 
LeDoux JE, Farb CR, Romanski LM (1991) Overlapping projections to the amygdala 
and striatum from auditory processing areas of the thalamus and cortex. 
Neurosci Lett 134:139-144. 
LeDoux JE, Ruggiero DA, Forest R, Stornetta R, Reis DJ (1987) Topographic 
organization of convergent projections to the thalamus from the inferior 
colliculus and spinal cord in the rat. J Comp Neurol 264:123-146. 
Lee SH, Liu L, Wang YT, Sheng M (2002) Clathrin adaptor AP2 and NSF interact 
with overlapping sites of GluR2 and play distinct roles in AMPA receptor 
trafficking and hippocampal LTD. Neuron 36:661-674. 
Levy WB, Steward O (1979) Synapses as associative memory elements in the 
hippocampal formation. Brain Res 175:233-245. 
Liebsch G, Montkowski A, Holsboer F, Landgraf R (1998a) Behavioural profiles of 
two Wistar rat lines selectively bred for high or low anxiety-related behaviour. 
Behav Brain Res 94:301-310. 
Liebsch G, Landgraf R, Engelmann M, Lorscher P, Holsboer F (1999) Differential 
behavioural effects of chronic infusion of CRH 1 and CRH 2 receptor 
antisense oligonucleotides into the rat brain. J Psychiatr Res 33:153-163. 
References  108 
Liebsch G, Linthorst AC, Neumann ID, Reul JM, Holsboer F, Landgraf R (1998b) 
Behavioral, physiological, and neuroendocrine stress responses and 
differential sensitivity to diazepam in two Wistar rat lines selectively bred for 
high- and low-anxiety-related behavior. Neuropsychopharmacology 19:381-
396. 
Liebsch G, Landgraf R, Gerstberger R, Probst JC, Wotjak CT, Engelmann M, 
Holsboer F, Montkowski A (1995) Chronic infusion of a CRH1 receptor 
antisense oligodeoxynucleotide into the central nucleus of the amygdala 
reduced anxiety-related behavior in socially defeated rats. Regul Pept 59:229-
239. 
Lisman J, Schulman H, Cline H (2002) The molecular basis of CaMKII function in 
synaptic and behavioural memory. Nat Rev Neurosci 3:175-190. 
Lister RG (1987) The use of a plus-maze to measure anxiety in the mouse. 
Psychopharmacology (Berl) 92:180-185. 
Lledo PM, Hjelmstad GO, Mukherji S, Soderling TR, Malenka RC, Nicoll RA (1995) 
Calcium/calmodulin-dependent kinase II and long-term potentiation enhance 
synaptic transmission by the same mechanism. Proc Natl Acad Sci U S A 
92:11175-11179. 
Lopez JC (2001) A fresh look at paired-pulse facilitation. Nat Rev Neurosci 2:307. 
Lorente De Nó R (1934) Studies on the structure of the cerebral cortex. II. 
Continuation of the study of the ammonic system. J Psychol Neurol Vol 
46:113-177. 
Loughlin SE, Foote SL, Grzanna R (1986) Efferent projections of nucleus locus 
coeruleus: morphologic subpopulations have different efferent targets. 
Neuroscience 18:307-319. 
Lu W, Man H, Ju W, Trimble WS, MacDonald JF, Wang YT (2001) Activation of 
synaptic NMDA receptors induces membrane insertion of new AMPA 
receptors and LTP in cultured hippocampal neurons. Neuron 29:243-254. 
Luskin MB, Price JL (1983) The Topographic Organization of Associational Fibers of 
the Olfactory System in the Rat, Including Centrifugal Fibers to the Olfactory-
Bulb. J Comp Neurol 216:264-291. 
Lynch MA (2004) Long-term potentiation and memory. Physiol Rev 84:87-136. 
Maggio N, Segal M (2007a) Unique regulation of long term potentiation in the rat 
ventral hippocampus. Hippocampus 17:10-25. 
Maggio N, Segal M (2007b) Striking variations in corticosteroid modulation of long-
term potentiation along the septotemporal axis of the hippocampus. J 
Neurosci 27:5757-5765. 
Maggio N, Segal M (2009) Differential corticosteroid modulation of inhibitory synaptic 
currents in the dorsal and ventral hippocampus. J Neurosci 29:2857-2866. 
References  109 
Maggio N, Segal M (2010) Corticosteroid regulation of synaptic plasticity in the 
hippocampus. ScientificWorldJournal 10:462-469. 
Maggio N, Segal M (2011) Persistent changes in ability to express long-term 
potentiation/depression in the rat hippocampus after juvenile/adult stress. Biol 
Psychiatry 69:748-753. 
Magloczky Z, Acsady L, Freund TF (1994) Principal cells are the postsynaptic targets 
of supramammillary afferents in the hippocampus of the rat. Hippocampus 
4:322-334. 
Maguire EA, Gadian DG, Johnsrude IS, Good CD, Ashburner J, Frackowiak RS, Frith 
CD (2000) Navigation-related structural change in the hippocampi of taxi 
drivers. Proc Natl Acad Sci U S A 97:4398-4403. 
Malenka RC, Nicoll RA (1999) Long-term potentiation--a decade of progress? 
Science 285:1870-1874. 
Malenka RC, Bear MF (2004) LTP and LTD: an embarrassment of riches. Neuron 
44:5-21. 
Malenka RC, Kauer JA, Perkel DJ, Mauk MD, Kelly PT, Nicoll RA, Waxham MN 
(1989) An essential role for postsynaptic calmodulin and protein kinase activity 
in long-term potentiation. Nature 340:554-557. 
Malinow R, Malenka RC (2002) AMPA receptor trafficking and synaptic plasticity. 
Annu Rev Neurosci 25:103-126. 
Malinow R, Schulman H, Tsien RW (1989) Inhibition of postsynaptic PKC or CaMKII 
blocks induction but not expression of LTP. Science 245:862-866. 
Manabe T, Wyllie DJ, Perkel DJ, Nicoll RA (1993) Modulation of synaptic 
transmission and long-term potentiation: effects on paired pulse facilitation 
and EPSC variance in the CA1 region of the hippocampus. J Neurophysiol 
70:1451-1459. 
Mascagni F, McDonald AJ, Coleman JR (1993) Corticoamygdaloid and 
corticocortical projections of the rat temporal cortex: a Phaseolus vulgaris 
leucoagglutinin study. Neuroscience 57:697-715. 
Mataix-Cols D, Phillips ML (2004) Physiological and functional neuroimaging 
techniques in the study of anxiety disorders. Psychiatry 3:22-26. 
McDonald AJ (1998) Cortical pathways to the mammalian amygdala. Prog Neurobiol 
55:257-332. 
McDonald AJ, Jackson TR (1987) Amygdaloid connections with posterior insular and 
temporal cortical areas in the rat. J Comp Neurol 262:59-77. 
McDonald AJ, Mascagni F, Guo L (1996) Projections of the medial and lateral 
prefrontal cortices to the amygdala: a Phaseolus vulgaris leucoagglutinin study 
in the rat. Neuroscience 71:55-75. 
References  110 
McEwen BS (2005) Glucocorticoids, depression, and mood disorders: structural 
remodeling in the brain. Metabolism 54:20-23. 
McGaugh JL, Cahill L, Roozendaal B (1996) Involvement of the amygdala in memory 
storage: interaction with other brain systems. Proc Natl Acad Sci U S A 
93:13508-13514. 
McHugh SB, Deacon RM, Rawlins JN, Bannerman DM (2004) Amygdala and ventral 
hippocampus contribute differentially to mechanisms of fear and anxiety. 
Behav Neurosci 118:63-78. 
McKinney WT (2001) Overview of the past contributions of animal models and their 
changing place in psychiatry. Semin Clin Neuropsychiatry 6:68-78. 
McNaughton BL, Douglas RM, Goddard GV (1978) Synaptic enhancement in fascia 
dentata: cooperativity among coactive afferents. Brain Res 157:277-293. 
Milad MR, Pitman RK, Ellis CB, Gold AL, Shin LM, Lasko NB, Zeidan MA, 
Handwerger K, Orr SP, Rauch SL (2009) Neurobiological basis of failure to 
recall extinction memory in posttraumatic stress disorder. Biol Psychiatry 
66:1075-1082. 
Miledi R, Parker I (1981) Calcium transients recorded with arsenazo III in the 
presynaptic terminal of the squid giant synapse. Proc R Soc Lond B Biol Sci 
212:197-211. 
Milner B, Corkin S, Teuber HL (1968) Further analysis of the hippocampal amnesic 
syndrome: 14-year follow-up study of H.M. Neuropsychologia 6:215-234. 
Mitra R, Sapolsky RM (2008) Acute corticosterone treatment is sufficient to induce 
anxiety and amygdaloid dendritic hypertrophy. Proc Natl Acad Sci U S A 
105:5573-5578. 
Mitra R, Jadhav S, McEwen BS, Vyas A, Chattarji S (2005) Stress duration 
modulates the spatiotemporal patterns of spine formation in the basolateral 
amygdala. Proc Natl Acad Sci U S A 102:9371-9376. 
Mizoguchi K, Ishige A, Aburada M, Tabira T (2003) Chronic stress attenuates 
glucocorticoid negative feedback: involvement of the prefrontal cortex and 
hippocampus. Neuroscience 119:887-897. 
Mohammed AH, Henriksson BG, Soderstrom S, Ebendal T, Olsson T, Seckl JR 
(1993) Environmental influences on the central nervous system and their 
implications for the aging rat. Behav Brain Res. 57:183-191. 
Morris JS, Ohman A, Dolan RJ (1998) Conscious and unconscious emotional 
learning in the human amygdala. Nature 393:467-470. 
Morris RG, Davis S, Butcher SP (1990) Hippocampal synaptic plasticity and NMDA 
receptors: a role in information storage? Philos Trans R Soc Lond B Biol Sci 
329:187-204. 
References  111 
Morris RG, Anderson E, Lynch GS, Baudry M (1986) Selective impairment of 
learning and blockade of long-term potentiation by an N-methyl-D-aspartate 
receptor antagonist, AP5. Nature 319:774-776. 
Morris RG, Moser EI, Riedel G, Martin SJ, Sandin J, Day M, O'Carroll C (2003) 
Elements of a neurobiological theory of the hippocampus: the role of activity-
dependent synaptic plasticity in memory. Philos Trans R Soc Lond B Biol Sci 
358:773-786. 
Moser E, Moser MB, Andersen P (1993) Spatial learning impairment parallels the 
magnitude of dorsal hippocampal lesions, but is hardly present following 
ventral lesions. J Neurosci 13:3916-3925. 
Moser MB, Moser EI (1998a) Distributed encoding and retrieval of spatial memory in 
the hippocampus. J Neurosci 18:7535-7542. 
Moser MB, Moser EI (1998b) Functional differentiation in the hippocampus. 
Hippocampus 8:608-619. 
Mosko S, Lynch G, Cotman CW (1973) The distribution of septal projections to the 
hippocampus of the rat. J Comp Neurol 152:163-174. 
Muller RU, Stead M, Pach J (1996) The hippocampus as a cognitive graph. J Gen 
Physiol 107:663-694. 
Naber PA, Lopes da Silva FH, Witter MP (2001) Reciprocal connections between the 
entorhinal cortex and hippocampal fields CA1 and the subiculum are in 
register with the projections from CA1 to the subiculum. Hippocampus 11:99-
104. 
Nafstad PH (1967) An electron microscope study on the termination of the perforant 
path fibres in the hippocampus and the fascia dentata. Z Zellforsch Mikrosk 
Anat 76:532-542. 
Neves G, Cooke SF, Bliss TV (2008) Synaptic plasticity, memory and the 
hippocampus: a neural network approach to causality. Nat Rev Neurosci 9:65-
75. 
Nicoll RA, Malenka RC (1995) Contrasting properties of two forms of long-term 
potentiation in the hippocampus. Nature 377:115-118. 
Nithianantharajah J, Hannan AJ (2006) Enriched environments, experience-
dependent plasticity and disorders of the nervous system. Nat Rev Neurosci 
7:697-709. 
O'Mara SM, Commins S, Anderson M (2000) Synaptic plasticity in the hippocampal 
area CA1-subiculum projection: implications for theories of memory. 
Hippocampus 10:447-456. 
Okuyama S, Sakagawa T, Chaki S, Imagawa Y, Ichiki T, Inagami T (1999) Anxiety-
like behavior in mice lacking the angiotensin II type-2 receptor. Brain Res 
821:150-159. 
References  112 
Olijslagers JE, de Kloet ER, Elgersma Y, van Woerden GM, Joels M, Karst H (2008) 
Rapid changes in hippocampal CA1 pyramidal cell function via pre- as well as 
postsynaptic membrane mineralocorticoid receptors. Eur J Neurosci 27:2542-
2550. 
Olsson T, Mohammed AH, Donaldson LF, Henriksson BG, Seckl JR (1994) 
Glucocorticoid receptor and NGFI-A gene expression are induced in the 
hippocampus after environmental enrichment in adult rats. Brain Res Mol 
Brain Res 23:349-353. 
Pare D (2003) Role of the basolateral amygdala in memory consolidation. Prog 
Neurobiol 70:409-420. 
Pavlides C, Ogawa S, Kimura A, McEwen BS (1996) Role of adrenal steroid 
mineralocorticoid and glucocorticoid receptors in long-term potentiation in the 
CA1 field of hippocampal slices. Brain Res 738:229-235. 
Pavuluri MN, Henry D, Allen K (2002) Anxiety and fear. Eur Child & Adolesc 
Psychiatry 11:273-280. 
Pellow S, Chopin P, File SE, Briley M (1985) Validation of open:closed arm entries in 
an elevated plus-maze as a measure of anxiety in the rat. J Neurosci Methods 
14:149-167. 
Perrin M, Donaldson C, Chen R, Blount A, Berggren T, Bilezikjian L, Sawchenko P, 
Vale W (1995) Identification of a second corticotropin-releasing factor receptor 
gene and characterization of a cDNA expressed in heart. Proc Natl Acad Sci U 
S A 92:2969-2973. 
Pesold C, Treit D (1995) The central and basolateral amygdala differentially mediate 
the anxiolytic effects of benzodiazepines. Brain Res 671:213-221. 
Petrovich GD, Canteras NS, Swanson LW (2001) Combinatorial amygdalar inputs to 
hippocampal domains and hypothalamic behavior systems. Brain Res Brain 
Res Rev 38:247-289. 
Pettit DL, Perlman S, Malinow R (1994) Potentiated transmission and prevention of 
further LTP by increased CaMKII activity in postsynaptic hippocampal slice 
neurons. Science 266:1881-1885. 
Phan KL, Fitzgerald DA, Nathan PJ, Tancer ME (2006) Association between 
amygdala hyperactivity to harsh faces and severity of social anxiety in 
generalized social phobia. Biol Psychiatry 59:424-429. 
Phillips TJ, Belknap JK, Hitzemann RJ, Buck KJ, Cunningham CL, Crabbe JC (2002) 
Harnessing the mouse to unravel the genetics of human disease. Genes Brain 
Behav 1:14-26. 
Pickel VM, Segal M, Bloom FE (1974) A radioautographic study of the efferent 
pathways of the nucleus locus coeruleus. J Comp Neurol 155:15-42. 
References  113 
Pikkarainen M, Ronkko S, Savander V, Insausti R, Pitkanen A (1999) Projections 
from the lateral, basal, and accessory basal nuclei of the amygdala to the 
hippocampal formation in rat. J Comp Neurol 403:229-260. 
Pitkanen A, Savander V, LeDoux JE (1997) Organization of intra-amygdaloid 
circuitries in the rat: an emerging framework for understanding functions of the 
amygdala. Trends Neurosci 20:517-523. 
Pitkanen A, Pikkarainen M, Nurminen N, Ylinen A (2000) Reciprocal connections 
between the amygdala and the hippocampal formation, perirhinal cortex, and 
postrhinal cortex in rat. A review. Ann N Y Acad Sci 911:369-391. 
Pitkanen A, Stefanacci L, Farb CR, Go GG, LeDoux JE, Amaral DG (1995) Intrinsic 
connections of the rat amygdaloid complex: projections originating in the 
lateral nucleus. J Comp Neurol 356:288-310. 
Pothuizen HH, Zhang WN, Jongen-Relo AL, Feldon J, Yee BK (2004) Dissociation of 
function between the dorsal and the ventral hippocampus in spatial learning 
abilities of the rat: a within-subject, within-task comparison of reference and 
working spatial memory. Eur J Neurosci 19:705-712. 
Prager EM, Brielmaier J, Bergstrom HC, McGuire J, Johnson LR (2010) Localization 
of mineralocorticoid receptors at mammalian synapses. PLoS One 5:e14344. 
Rainnie DG, Fernhout BJ, Shinnick-Gallagher P (1992) Differential actions of 
corticotropin releasing factor on basolateral and central amygdaloid neurones, 
in vitro. J Pharmacol Exp Ther 263:846-858. 
Rainnie DG, Bergeron R, Sajdyk TJ, Patil M, Gehlert DR, Shekhar A (2004) 
Corticotrophin releasing factor-induced synaptic plasticity in the amygdala 
translates stress into emotional disorders. J Neurosci 24:3471-3479. 
Rammes G, Steckler T, Kresse A, Schutz G, Zieglgansberger W, Lutz B (2000) 
Synaptic plasticity in the basolateral amygdala in transgenic mice expressing 
dominant-negative cAMP response element-binding protein (CREB) in 
forebrain. Eur J Neurosci 12:2534-2546. 
Rauch SL, Shin LM, Phelps EA (2006) Neurocircuitry models of posttraumatic stress 
disorder and extinction: human neuroimaging research-past, present, and 
future. Biol Psychiatry 60:376-382. 
Rauch SL, Whalen PJ, Shin LM, McInerney SC, Macklin ML, Lasko NB, Orr SP, 
Pitman RK (2000) Exaggerated amygdala response to masked facial stimuli in 
posttraumatic stress disorder: a functional MRI study. Biol Psychiatry 47:769-
776. 
Redgate ES, Fahringer EE (1973) A comparison of the pituitary adrenal activity 
elicited by electrical stimulation of preoptic, amygdaloid and hypothalamic 
sites in the rat brain. Neuroendocrinology 12:334-343. 
Rempel-Clower NL, Zola SM, Squire LR, Amaral DG (1996) Three cases of enduring 
memory impairment after bilateral damage limited to the hippocampal 
formation. J Neurosci 16:5233-5255. 
References  114 
Reul JM, de Kloet ER (1985) Two receptor systems for corticosterone in rat brain: 
microdistribution and differential occupation. Endocrinology 117:2505-2511. 
Reul JM, Holsboer F (2002) Corticotropin-releasing factor receptors 1 and 2 in 
anxiety and depression. Curr Opin Pharmacol 2:23-33. 
Ribak CE, Seress L (1983) Five types of basket cell in the hippocampal dentate 
gyrus: a combined Golgi and electron microscopic study. J Neurocytol 12:577-
597. 
Riedemann T, Patchev AV, Cho K, Almeida OF (2010) Corticosteroids: way 
upstream. Mol Brain 3:2. 
Risold PY, Thompson RH, Swanson LW (1997) The structural organization of 
connections between hypothalamus and cerebral cortex. Brain Res Brain Res 
Rev 24:197-254. 
Rivier C, Vale W (1983) Modulation of stress-induced ACTH release by corticotropin-
releasing factor, catecholamines and vasopressin. Nature 305:325-327. 
Roberts AC, Tomic DL, Parkinson CH, Roeling TA, Cutter DJ, Robbins TW, Everitt 
BJ (2007) Forebrain connectivity of the prefrontal cortex in the marmoset 
monkey (Callithrix jacchus): an anterograde and retrograde tract-tracing study. 
J Comp Neurol 502:86-112. 
Robertson DA, Beattie JE, Reid IC, Balfour DJ (2005) Regulation of corticosteroid 
receptors in the rat brain: the role of serotonin and stress. Eur J Neurosci 
21:1511-1520. 
Robinson J, Sareen J, Cox BJ, Bolton J (2009) Self-medication of anxiety disorders 
with alcohol and drugs: Results from a nationally representative sample. J 
Anxiety Disord 23:38-45. 
Rodgers RJ, Johnson NJT (1995) Factor analysis of spatiotemporal and ethological 
measures in the murine elevated plus-maze test of anxiety. Pharmacol 
Biochem and Behav 52:297-303. 
Rolls ET (2000) Precis of The brain and emotion. Behav Brain Sci 23:177-191; 
discussion 192-233. 
Roozendaal B, McEwen BS, Chattarji S (2009) Stress, memory and the amygdala. 
Nat Rev Neurosci 10:423-433. 
Roozendaal B, Brunson KL, Holloway BL, McGaugh JL, Baram TZ (2002) 
Involvement of stress-released corticotropin-releasing hormone in the 
basolateral amygdala in regulating memory consolidation. Proc Natl Acad Sci 
U S A 99:13908-13913. 
Roozendaal B, Hahn EL, Nathan SV, de Quervain DJ, McGaugh JL (2004) 
Glucocorticoid effects on memory retrieval require concurrent noradrenergic 
activity in the hippocampus and basolateral amygdala. J Neurosci 24:8161-
8169. 
References  115 
Roy-Byrne PP, Davidson KW, Kessler RC, Asmundson GJ, Goodwin RD, Kubzansky 
L, Lydiard RB, Massie MJ, Katon W, Laden SK, Stein MB (2008) Anxiety 
disorders and comorbid medical illness. Gen Hosp Psychiatry 30:208-225. 
Sah P, Faber ES, Lopez De Armentia M, Power J (2003) The amygdaloid complex: 
anatomy and physiology. Physiol Rev 83:803-834. 
Saito H, Kaba H, Sato T, Honmura A, Kawakami T, Seto K, Yamamoto H, Kawakami 
M (1989) Influence of electrical stimulation of the limbic structure on 
adrenocortical steroidogenesis in hypophysectomized rats. Exp Clin 
Endocrinol 94:387-390. 
Sajdyk TJ, Shekhar A (1997) Excitatory amino acid receptor antagonists block the 
cardiovascular and anxiety responses elicited by gamma-aminobutyric acidA 
receptor blockade in the basolateral amygdala of rats. J Pharmacol Exp Ther 
283:969-977. 
Sajdyk TJ, Schober DA, Gehlert DR, Shekhar A (1999) Role of corticotropin-
releasing factor and urocortin within the basolateral amygdala of rats in 
anxiety and panic responses. Behav Brain Res 100:207-215. 
Salomé N, Salchner P, Viltart O, Sequeira H, Wigger A, Landgraf R, Singewald N 
(2004) Neurobiological correlates of high (HAB) versus low anxiety-related 
behavior (LAB): differential Fos expression in HAB and LAB rats. Biol 
Psychiatry 55:715-723. 
Sandi C, Cordero MI, Ugolini A, Varea E, Caberlotto L, Large CH (2008) Chronic 
stress-induced alterations in amygdala responsiveness and behavior-
modulation by trait anxiety and corticotropin-releasing factor systems. Eur J 
Neurosci 28:1836-1848. 
Sapolsky RM (1996) Why stress is bad for your brain. Science 273:749-750. 
Sareen J, Cox BJ, Afifi TO, de Graaf R, Asmundson GJ, ten Have M, Stein MB 
(2005) Anxiety disorders and risk for suicidal ideation and suicide attempts: a 
population-based longitudinal study of adults. Arch Gen Psychiatry 62:1249-
1257. 
Savander V, LeDoux JE, Pitkanen A (1996) Topographic projections from the 
periamygdaloid cortex to select subregions of the lateral nucleus of the 
amygdala in the rat. Neurosci Lett 211:167-170. 
Savander V, Go CG, LeDoux JE, Pitkanen A (1995) Intrinsic connections of the rat 
amygdaloid complex: projections originating in the basal nucleus. J Comp 
Neurol 361:345-368. 
Savander V, Miettinen R, Ledoux JE, Pitkanen A (1997) Lateral nucleus of the rat 
amygdala is reciprocally connected with basal and accessory basal nuclei: A 
light and electron microscopic study. Neuroscience 77:767-781. 
Scalia F, Winans SS (1975) The differential projections of the olfactory bulb and 
accessory olfactory bulb in mammals. J Comp Neurol 161:31-55. 
References  116 
Schmidt MV, Enthoven L, van der Mark M, Levine S, de Kloet ER, Oitzl MS (2003) 
The postnatal development of the hypothalamic-pituitary-adrenal axis in the 
mouse. Int J Dev Neurosci 21:125-132. 
Schmidt MV, Sterlemann V, Ganea K, Liebl C, Alam S, Harbich D, Greetfeld M, Uhr 
M, Holsboer F, Muller MB (2007) Persistent neuroendocrine and behavioral 
effects of a novel, etiologically relevant mouse paradigm for chronic social 
stress during adolescence. Psychoneuroendocrinology 32:417-429. 
Schulz DW, Mansbach RS, Sprouse J, Braselton JP, Collins J, Corman M, Dunaiskis 
A, Faraci S, Schmidt AW, Seeger T, Seymour P, Tingley FD, 3rd, Winston EN, 
Chen YL, Heym J (1996) CP-154,526: a potent and selective nonpeptide 
antagonist of corticotropin releasing factor receptors. Proc Natl Acad Sci U S 
A 93:10477-10482. 
Scoville WB, Milner B (1957) Loss of recent memory after bilateral hippocampal 
lesions. J Neurol Neurosurg Psychiatry 20:11-21. 
Selye H (1973) The Evolution of the Stress Concept: The originator of the concept 
traces its development from the discovery in 1936 of the alarm reaction to 
modern therapeutic applications of syntoxic and catatoxic hormones. 
American Scientist 61:692-699. 
Selye H (1998) A syndrome produced by diverse nocuous agents. 1936. J 
Neuropsychiatry Clin Neurosci 10:230-231. 
Shekhar A, Sajdyk TJ, Gehlert DR, Rainnie DG (2003) The amygdala, panic 
disorder, and cardiovascular responses. Ann N Y Acad Sci 985:308-325. 
Shekhar A, Truitt W, Rainnie D, Sajdyk T (2005) Role of stress, corticotrophin 
releasing factor (CRF) and amygdala plasticity in chronic anxiety. Stress 
8:209-219. 
Shi C, Davis M (2001) Visual pathways involved in fear conditioning measured with 
fear-potentiated startle: behavioral and anatomic studies. J Neurosci 21:9844-
9855. 
Shi CJ, Cassell MD (1997) Cortical, thalamic, and amygdaloid projections of rat 
temporal cortex. J Comp Neurol 382:153-175. 
Shi CJ, Cassell MD (1998) Cascade projections from somatosensory cortex to the rat 
basolateral amygdala via the parietal insular cortex. J Comp Neurol 399:469-
491. 
Shi CJ, Cassell MD (1999) Perirhinal cortex projections to the amygdaloid complex 
and hippocampal formation in the rat. J Comp Neurol 406:299-328. 
Shin LM, Wright CI, Cannistraro PA, Wedig MM, McMullin K, Martis B, Macklin ML, 
Lasko NB, Cavanagh SR, Krangel TS, Orr SP, Pitman RK, Whalen PJ, Rauch 
SL (2005) A functional magnetic resonance imaging study of amygdala and 
medial prefrontal cortex responses to overtly presented fearful faces in 
posttraumatic stress disorder. Arch Gen Psychiatry 62:273-281. 
References  117 
Shors TJ, Seib TB, Levine S, Thompson RF (1989) Inescapable versus escapable 
shock modulates long-term potentiation in the rat hippocampus. Science 
244:224-226. 
Siegle GJ, Thompson W, Carter CS, Steinhauer SR, Thase ME (2007) Increased 
amygdala and decreased dorsolateral prefrontal BOLD responses in unipolar 
depression: related and independent features. Biol Psychiatry 61:198-209. 
Skelton KH, Nemeroff CB, Knight DL, Owens MJ (2000) Chronic administration of the 
triazolobenzodiazepine alprazolam produces opposite effects on corticotropin-
releasing factor and urocortin neuronal systems. J Neurosc 20:1240-1248. 
Skutella T, Probst JC, Renner U, Holsboer F, Behl C (1998) Corticotropin-releasing 
hormone receptor (type I) antisense targeting reduces anxiety. Neuroscience 
85:795-805. 
Smith GW, Aubry J-M, Dellu F, Contarino A, Bilezikjian LM, Gold LH, Chen R, 
Marchuk Y, Hauser C, Bentley CA, Sawchenko PE, Koob GF, Vale W, Lee K-
F (1998) Corticotropin Releasing Factor Receptor 1–Deficient Mice Display 
Decreased Anxiety, Impaired Stress Response, and Aberrant Neuroendocrine 
Development. Neuron 20:1093-1102. 
Smith Y, Pare D (1994) Intra-amygdaloid projections of the lateral nucleus in the cat: 
PHA-L anterograde labeling combined with postembedding GABA and 
glutamate immunocytochemistry. J Comp Neurol 342:232-248. 
Soderling TR, Derkach VA (2000) Postsynaptic protein phosphorylation and LTP. 
Trends Neurosci 23:75-80. 
Song I, Huganir RL (2002) Regulation of AMPA receptors during synaptic plasticity. 
Trends Neurosci 25:578-588. 
Stein MB, Simmons AN, Feinstein JS, Paulus MP (2007) Increased amygdala and 
insula activation during emotion processing in anxiety-prone subjects. Am J 
Psychiatry 164:318-327. 
Stein MB, Goldin PR, Sareen J, Zorrilla LT, Brown GG (2002) Increased amygdala 
activation to angry and contemptuous faces in generalized social phobia. Arch 
Gen Psychiatry 59:1027-1034. 
Steward O, Scoville SA (1976) Cells of origin of entorhinal cortical afferents to the 
hippocampus and fascia dentata of the rat. J Comp Neurol 169:347-370. 
Swallow JG, Garland T, Jr. (2005) Selection experiments as a tool in evolutionary 
and Comparative Physiology: Insights into Complex Traits-an Introduction to 
the symposium. Integr Comp Biol 45:387-390. 
Swanson LW, Hartman BK (1975) The central adrenergic system. An 
immunofluorescence study of the location of cell bodies and their efferent 
connections in the rat utilizing dopamine-beta-hydroxylase as a marker. J 
Comp Neurol 163:467-505. 
References  118 
Swanson LW, Cowan WM (1975) Hippocampo-hypothalamic connections: origin in 
subicular cortex, not ammon's horn. Science 189:303-304. 
Swanson LW, Cowan WM (1977) An autoradiographic study of the organization of 
the efferet connections of the hippocampal formation in the rat. J Comp Neurol 
172:49-84. 
Swanson LW, Wyss JM, Cowan WM (1978) An autoradiographic study of the 
organization of intrahippocampal association pathways in the rat. J Comp 
Neurol 181:681-715. 
Swanson LW, Sawchenko PE, Cowan WM (1981) Evidence for collateral projections 
by neurons in Ammon's horn, the dentate gyrus, and the subiculum: a multiple 
retrograde labeling study in the rat. J Neurosci 1:548-559. 
Sztainberg Y, Kuperman Y, Tsoory M, Lebow M, Chen A (2010) The anxiolytic effect 
of environmental enrichment is mediated via amygdalar CRF receptor type 1. 
Mol Psychiatry 15:905-917. 
Tarantino LM, Bucan M (2000) Dissection of behavior and psychiatric disorders using 
the mouse as a model. Hum Mol Genet 9:953-965. 
Tasker JG (2006) Rapid glucocorticoid actions in the hypothalamus as a mechanism 
of homeostatic integration. Obesity (Silver Spring) 14 Suppl 5:259S-265S. 
Tasker JG, Di S, Malcher-Lopes R (2006) Minireview: rapid glucocorticoid signaling 
via membrane-associated receptors. Endocrinology 147:5549-5556. 
Taube JS, Muller RU, Ranck JB (1990) Head-Direction Cells Recorded from the 
Postsubiculum in Freely Moving Rats .2. Effects of environmental 
manipulations. J Neurosci 10:436-447. 
Teyler TJ, DiScenna P (1987) Long-term potentiation. Annu Rev Neurosci 10:131-
161. 
Thomas KM, Drevets WC, Dahl RE, Ryan ND, Birmaher B, Eccard CH, Axelson D, 
Whalen PJ, Casey BJ (2001) Amygdala response to fearful faces in anxious 
and depressed children. Arch Gen Psychiatry 58:1057-1063. 
Timpl P, Spanagel R, Sillaber I, Kresse A, Reul JM, Stalla GK, Blanquet V, Steckler 
T, Holsboer F, Wurst W (1998) Impaired stress response and reduced anxiety 
in mice lacking a functional corticotropin-releasing hormone receptor 1. Nat 
Genet 19:162-166. 
Tominaga T, Tominaga Y, Yamada H, Matsumoto G, Ichikawa M (2000) 
Quantification of optical signals with electrophysiological signals in neural 
activities of Di-4-ANEPPS stained rat hippocampal slices. J Neurosci Methods 
102:11-23. 
Touma C, Bunck M, Glasl L, Nussbaumer M, Palme R, Stein H, Wolferstatter M, Zeh 
R, Zimbelmann M, Holsboer F, Landgraf R (2008) Mice selected for high 
versus low stress reactivity: a new animal model for affective disorders. 
Psychoneuroendocrinology 33:839-862. 
References  119 
Tronche F, Kellendonk C, Kretz O, Gass P, Anlag K, Orban PC, Bock R, Klein R, 
Schutz G (1999) Disruption of the glucocorticoid receptor gene in the nervous 
system results in reduced anxiety. Nat Genet 23:99-103. 
Tsien JZ, Huerta PT, Tonegawa S (1996) The essential role of hippocampal CA1 
NMDA receptor-dependent synaptic plasticity in spatial memory. Cell 87:1327-
1338. 
Tsigos C, Chrousos GP (2002) Hypothalamic-pituitary-adrenal axis, neuroendocrine 
factors and stress. J Psychosom Res 53:865-871. 
Turner BH, Herkenham M (1991) Thalamoamygdaloid projections in the rat: a test of 
the amygdala's role in sensory processing. J Comp Neurol 313:295-325. 
Tuvnes FA, Steffenach HA, Murison R, Moser MB, Moser EI (2003) Selective 
hippocampal lesions do not increase adrenocortical activity. J Neurosci 
23:4345-4354. 
Ulrich-Lai YM, Herman JP (2009) Neural regulation of endocrine and autonomic 
stress responses. Nat Rev Neurosci 10:397-409. 
Vale W, Spiess J, Rivier C, Rivier J (1981) Characterization of a 41-residue ovine 
hypothalamic peptide that stimulates secretion of corticotropin and beta-
endorphin. Science 213:1394-1397. 
Van de Kar LD, Blair ML (1999) Forebrain pathways mediating stress-induced 
hormone secretion. Front Neuroendocrinol 20:1-48. 
Vann SD, Brown MW, Erichsen JT, Aggleton JP (2000) Fos imaging reveals 
differential patterns of hippocampal and parahippocampal subfield activation in 
rats in response to different spatial memory tests. J Neurosci 20:2711-2718. 
Vertes RP (1992) PHA-L analysis of projections from the supramammillary nucleus in 
the rat. J Comp Neurol 326:595-622. 
Verwer RW, Meijer RJ, Van Uum HF, Witter MP (1997) Collateral projections from 
the rat hippocampal formation to the lateral and medial prefrontal cortex. 
Hippocampus 7:397-402. 
Vita N, Laurent P, Lefort S, Chalon P, Lelias JM, Kaghad M, Le Fur G, Caput D, 
Ferrara P (1993) Primary structure and functional expression of mouse 
pituitary and human brain corticotrophin releasing factor receptors. FEBS Lett 
335:1-5. 
von Wolff G, Avrabos C, Stepan J, Wurst W, Deussing JM, Holsboer F, Eder M 
(2011) Voltage-sensitive dye imaging demonstrates an enhancing effect of 
corticotropin-releasing hormone on neuronal activity propagation through the 
hippocampal formation. J Psychiatr Res 45:256-261. 
Vyas A, Chattarji S (2004) Modulation of different states of anxiety-like behavior by 
chronic stress. Behav Neurosci 118:1450-1454. 
References  120 
Vyas A, Mitra R, Chattarji S (2003) Enhanced Anxiety and Hypertrophy in Basolateral 
Amygdala Neurons following Chronic Stress in Rats. Ann N Y Acad Sci 
985:554-555. 
Vyas A, Pillai AG, Chattarji S (2004) Recovery after chronic stress fails to reverse 
amygdaloid neuronal hypertrophy and enhanced anxiety-like behavior. 
Neuroscience 128:667-673. 
Vyas A, Jadhav S, Chattarji S (2006) Prolonged behavioral stress enhances synaptic 
connectivity in the basolateral amygdala. Neuroscience 143:387-393. 
Vyas A, Mitra R, Shankaranarayana Rao BS, Chattarji S (2002) Chronic stress 
induces contrasting patterns of dendritic remodeling in hippocampal and 
amygdaloid neurons. J Neurosci 22:6810-6818. 
Wang JH, Kelly PT (1997) Attenuation of paired-pulse facilitation associated with 
synaptic potentiation mediated by postsynaptic mechanisms. J Neurophysiol 
78:2707-2716. 
Weaver IC, Cervoni N, Champagne FA, D'Alessio AC, Sharma S, Seckl JR, Dymov 
S, Szyf M, Meaney MJ (2004) Epigenetic programming by maternal behavior. 
Nat Neurosci 7:847-854. 
Wei Q, Fentress HM, Hoversten MT, Zhang L, Hebda-Bauer EK, Watson SJ, 
Seasholtz AF, Akil H (2012) Early-life forebrain glucocorticoid receptor 
overexpression increases anxiety behavior and cocaine sensitization. Biol 
Psychiatry 71:224-231. 
Whalen PJ, Shin LM, McInerney SC, Fischer H, Wright CI, Rauch SL (2001) A 
functional MRI study of human amygdala responses to facial expressions of 
fear versus anger. Emotion 1:70-83. 
White TD, Tan AM, Finch DM (1990) Functional reciprocal connections of the rat 
entorhinal cortex and subicular complex with the medial frontal cortex: an in 
vivo intracellular study. Brain Res 533:95-106. 
Wittchen HU, Jacobi F (2005) Size and burden of mental disorders in Europe--a 
critical review and appraisal of 27 studies. Eur Neuropsychopharmacol 
15:357-376. 
Wittchen HU, Jonsson B, Olesen J (2005) Towards a better understanding of the size 
and burden and cost of brain disorders in Europe. Eur Neuropsychopharmacol 
15:355-356. 
Witter MP (1993) Organization of the entorhinal-hippocampal system: a review of 
current anatomical data. Hippocampus 3 Spec No:33-44. 
Witter MP, Groenewegen HJ (1990) The subiculum: cytoarchitectonically a simple 
structure, but hodologically complex. Prog Brain Res 83:47-58. 
Woody EZ, Szechtman H (2011) Adaptation to potential threat: the evolution, 
neurobiology, and psychopathology of the security motivation system. 
Neurosci Biobehav Rev 35:1019-1033. 
References  121 
Wyss JM, Swanson LW, Cowan WM (1979) Evidence for an input to the molecular 
layer and the stratum granulosum of the dentate gyrus from the 
supramammillary region of the hypothalamus. Anat Embryol (Berl) 156:165-
176. 
Yang CH, Huang CC, Hsu KS (2004) Behavioral stress modifies hippocampal 
synaptic plasticity through corticosterone-induced sustained extracellular 
signal-regulated kinase/mitogen-activated protein kinase activation. J Neurosci 
24:11029-11034. 
Yuste R, Bonhoeffer T (2001) Morphological changes in dendritic spines associated 
with long-term synaptic plasticity. Annu Rev Neurosci 24:1071-1089. 
Ziedonis D, Hitsman B, Beckham JC, Zvolensky M, Adler LE, Audrain-McGovern J, 
Breslau N, Brown RA, George TP, Williams J, Calhoun PS, Riley WT (2008) 
Tobacco use and cessation in psychiatric disorders: National Institute of 
Mental Health report. Nicotine Tob Res 10:1691-1715. 
Zorrilla EP, Koob GF (2004) The therapeutic potential of CRF1 antagonists for 
anxiety. Expert Opin Investig Drugs 13:799-828. 
Zucker RS (1989) Short-Term Synaptic Plasticity. Annu Rev of Neurosci 12:13-31. 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
Declaration / Erklärung  122 
12 Declaration / Erklärung 
 
Hiermit versichere ich, Dass ich die vorliegende Dissertation selbständig und nur mit 
den angegebenen Quellen und Hilfsmitteln angefertigt habe. Alle Ausführungen, die 
wörtlich oder sinngemäß übernommen wurden, sind als solche gekennzeichnet.  
Des Weiteren erkläre ich, dass ich nicht anderweitig ohne Erfolg versucht habe, eine 
Dissertation einzureichen oder mich der Doktorprüfung zu unterziehen. Die vorlie-
gende Dissertation liegt weder ganz, noch in wesentlichen Teilen einer anderen 
Prüfungskommission vor.  
 
München, den 07.05.2012 
 
 
Charilaos Avrabos 
